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(57) Abstract: Imidazopyridine derivatives 
represented by the gencraJ formula ( I ]: 
[wherein R' and are each independenUy 
Ci.6 alkyi or the like; R' and R* are each 
hydrogen, methyl, or the like; W is a moho- 
or bi-cyclic, 3- to S-mcmbcred, aromatic or 
aliphatic heterocycle or the like; and Ar is an 
optionally substituted aromatic heterocycle 
or the like]. These compounds act as. 
melanin-concentrating hormone receptor 
antagonist and are useful as medicines for 
central nervous system diseases, circulatoiy 
diseases, and metabolic diseases. . 
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4) 'C 3 _ 8 i'i' P 7; WW- c 0 - 4 

10 6)i^C,_e7;W+;W75/S, 

7) c i_e7;i'+;w;'!j;wsi^->i'75 ys, 

8) c,_97;w=^^;v*;p>i^:::;kCi_67;i/+;W75/s, at; 

9) 3 ~ 8 firo's-r o p 7;p=^^ji'- c 7;i'^;i'S. 

I 

Xtt. R*&aJR^*i-i^Jc;3:oT, - (CHj) m-S?^JSgb, mtt» 3-6 
20 iVi. 

X, [I-i] fC*ViTR"'SafR'''tL/Ttt, I^-X«^i*^T, 

■ 

3)Ci_67;p^;i/S» 



wo 2005/016928 ' PCT/JP2004/01194S 

20 . 

7) c 1 _ e 7; WP;i!7 ;i'#:^;i'7 5 y 
9) 3 ~ 8 M©^x o p 7;u^;ws, 

• * 

* 

< tt7jcm«Te^$ nx ViT «t C X - 6 7}V^}V^. * ^ C , _ , 7)\^^}17 $ 
. >^Ci.e7;W+;P75/S, 7ymig^TS^SnTViT"b<tViCi.e7 

->;^;i.fc;i/75ys, Cil67;i'=^^;i':t^>^;*;i'jJ^-;p (Ci_67;i'^;w 7 . 

Ci.^7)v^)Vti)\^^:=.)V&. Cj_6 7;p+;p;<7;i/5j^-;w:t=^^->S, c 
i_67;wi':?!j;p2K-ji/75/s, Ci.e7;i'=^^jp*;k2j^-;i' (c,:e7;i'^ 

20 7)V^}V:^)Vj'^=i:-()v&, :^)w^'e-()U7^ym. =Ey Ci.i7)\<^)Vi})W^=e 

25 Ci-e7;u+;i'7.A3iJ^-;i'75ys, Ci_a7;wi'X;u3j^:i;p (Ci_e 
7;mr;i/) 7^/m. 7.)vy T =i:/Ci.t7)V^)V7s}vy7'e^)VS. 

'JC y.i7)V'¥)V7.)Vy y^^-i X;i'7 7*-f;J^75/S, */Ci_67;u 

^;i';^;P7 7^:'r;P75yS, s^c,_6 7;wi'X;i'7 7*-i';P75/g, ^/ 
Ci_6 7;i'+;vj^;i'7 7^'r;w (Ci_67;wi') 75 /S, 5^Ca_e7;wi/ 



wo 200S/016928 PCT/JP2004/01194S 
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■ 

10 t'i';i'7^/S> ^/c,.8 7;p^;w*;i'n^^>'P75/^^ i^Ci_6 7Ji/+;i/ 
;)!j;w\*^-f;P75ys> t/Ci.97;p+;i/*;m^:-f)P (Cx_e7;i/^;i/) 7 

x;i/7 7^:'r;P75ys. t>'Ci-,7;i/^;i';^;u7 7^:-i';i'75ys. 
c J _ 8 7)\^^)V7.)i^ 77t'f;P75ys, *>'Ci_e 7;w^;i^;^;i'7 7 * -f ;i' 
.(c,_e7;u^;W 75ys, ':^Ci_8 7JWi^^;v;^;i'7 7t<;i' (Ci_67;u+ 
20. 7$ys/tfu K>S^*«isj^$n5. 

* 

25 R^ R^ R^'X^R^'JCiiViT, 3~8M©^T-O7;i'=^;i'-Co-47;1/ 

• . ■ • 

• • 

tt, xh7tHP77n;K 7=-h7kHP.t!7n;K trPUi?-;VXttt!'^U5^ 
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;i/-Co-47;p*;i'S, Ci_67;i/=^^;i/75/S» pCi.^tjv^ji^j^/^. 

■ * 

ViTt)J;ViCi_e7JP+;US. R'^-CaJfeStlTUTt)J;ViC8_e'>^D7;P=^^ 

15 ;i/S*«^J^Sn, 7lc^®i=^> x^)V^. tHP*'>p^5" 

X, R^fcR^' (Xtt» R^'tR=") t*^--iKfcJ&:-pTJg^SnS- (CH 

20 ,) m-tbx\t. mxit&rfoh<Di)m^-^n^. 






R'tUX\i. 7Jc^li^^ APy>lS^, Ci.e7;WWSXttCi_e7;i'^ 

n-ypi;;PS» 'fy:^DKjps, n-:/5";PS, t-:/5'jps, 
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2) 1 xtt 2 stt(D 3 ~ 8 mi^^m V < mismmmm^^ 

3) 1 Xtt 2 iSii © 3 - 8 *©^Si^^ L < ttltafei^^S. 
10 ©7>=^^^>S, XJi 

15 1) i;o-;p>^'f;vs» fcfu^^';?>i^'f;i/S, 1, 2, 4-hV7z^>-M)V 

v-;i/>?'rji/S, 1.-3, 4-^4^i?:>?7V-;p>?'f;i^s> 1, 2, 4-hU7 

1, 2. 3- hU7y~;i^5^'r;ws. tr 7 ^i^s* 

20 i^-r;i'S> >7y-;Pi^^;i'S, 'fy5^7y-;Vi^<;i'S, 5"7e^7y-;P5?-f 
25 s, ±75^>;v'>>^'i';ws. ^^y+tj-u^i^-f^^, ^:^yu>'>^-r;ps, 

2) tf'Jv'>-2. S-v^fJUS^ lf'J5i?>-2, 5-i?<;J/^, tf^v' 



wo 200S/016928 PCT/JP2004I01194S 

24 

>-2, s~i^-()vm. 1. 4-tr'^u>^>';^<f;kS, i. 2, .4-hy7v/- 

3) 1. 3-7xr:^>S, 1, 4-7x— 2-V)\/:^U-l, 4- 
7x-l^>S, 2. t-i-y^Wy-J-iJV^^ 1. 4->'i^O'\^->l/>S. 1, 

.4) 1, 2--^^^V>^ (-CHaCHa-) , 1. 3-hUp^5"^>S 
(-CHaCHaCHj-) , 1 -jjC^^^l/- 1 , 2-^J:^^Vy^ [-CHjCH 
(CH3) -] , :t^'>p^g^U>S .(-O-CH2-) , (- 
10 CH2CH2CH2CH3-) ^» d<^HJ^$n<5. 

Wt LTjf * L < tt» 1, 2-v'^5"V>S» 1. 4-t7x-^>S, 2-7 
;i/:tP-l. 4-7x-U>S, tfUi?>-2. 5-v>-T;PS. e>J55^>-2. 

5-i^'r;PS» t;7':?>-2. ^--M))/^. i, 4-t!'^U5^>e^-i';i/S, i. 
15 '>^5"w>s^*«i^*$n. <kpJFSi:/<tti, 2-';;p^5"i/>s» i. 4^ 

7x:::^>»> 2-7;i':tD-l, 4-7x-l/>S> trU>?>-2, 

tfU$v'>-2. \i^P>-2. 1. 2, 

4-hU7v/-;p-i, 3-i?-r;kSv i, 4-'>i7DA^'>k>'S^*ijtjis 

■ 

l)7xnjws, 

25 3) U v'-Jl'S. 

♦ 

5) t! U :J^i^-;US> 

■ • 
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25 

* ' 

8)t;py;^s^ 

• * 

R'tl/T:^#Wictt, 0!l;i«i^npa. 7;w:^-a»» $?7;P:tP 

t 

^ ■ 

7x:i;i<'S, 4-7Jl':rP7x:::;i'S. 4-i7PP7x-;l'S, 3, 4->?7;P 
;t-P7x-;|/S, 2. 4— :^7;U:f P7x-;i/^, 2- hU7;i/*D;>^5^Jl'7x 
3 - h U 7;i':f P 7x:::jPp^5^;i'S, 4 - h U 7;i':tPp^5=-;i'7x-;i/ 

4-^ h^lrv'7x-;i'S, 4-^^>x;u*-;V7x— z-y)V^ . 

20 P-4-i?th4^'>7x:nj|.», i-y'J'A^m. t!Ui^-;i/S» 3- h'J7;i/:rP:?i 

2-7;k^pi;u>^>-5-'r;i/S, 3-7;u:rpbruv'>-6— r;i^«, 3- 

'>t!U>^>-6— OWS, 2->^7;P:^-p/h=^^>'trUv^>-5-'f;PS, 3- 

25 i^7;i/jrp^ h=^r'>tfU>?>-6-'f;p^, 2-t!7v::i;i^s,. 2-trua>^- 
;^s» 5-hU7Jk:tPpt5";i'fcfU$>?>-2— 2 - h >J 7Jl':f Pp^?^ 
;i/ tr U 5 5?>- 5 -'f 3 - h U 7;i/5rp pC5^;i.- 6 - 1: U -J:z.)Vm> 3 - 

• ■ 

h';7i/u;^s< 3-'ry+•^^y'J;^Sv i. 3. a-^^-^vj'/- 



t 
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9 

* 

Z-'^rVVJm. ^Ti^ryU^kS, rh77y;PS, 2-^^}V^Vi^>- 

■ * 

7xr:;i/S, 3. 4-':>7;i':tP7x-;i'S, 2, 4-S?7;V:tP7x:r;US, 
10 2-hU7;p:tPp^5^;i'7x-;i/g» 3-hy7;i/:tPJ?t5^;P7xnjl/^. 4- 

hU7;i';*-pp^5';P7x— 4-^h^*^>'7x-;i/S, 4-^^>;^;u*r: 

;P7xn;U^, t!Uv?>-2— 3-;<5^;HfU5?>-6-'f;i/«. 2- 

'jy)V^u:^^)]^}iy)V>-5-^)V^. 3-'77;i/^pp^5^;i/t;u>'>-6- 
. 2-7;p:rptru>?.>-5-'f;ws, z-y)V:i-u\f.\)vy-Q-^)V 
16 3-i?ppfc:U':^>-6— 2-p^h^i^eui?>'-5-.'i'JWS^ 

» 

6— f;us, 3- h'j7;k^pp^5";nf u$?>-6— f;i/Sv 2-hU7;i';fp 

* 

J;DS^St<tt3->?7;l/^pp^ h^-y\^V'J>- Q -^-i )m> 4-y)V:i-u 

7x-;|/S, 4-i7pp7x-;i^S, 4- hU7;i':tPp^>;P7x:i;i^S, 4-. 

h=^^->7xz:;i/S, 4-^^'>;^;i'7j^-;P7x-;i/S, e>;>?>-2— f;PS, 

25 ^PPtf>J>^>-6--f;P'S, 2-p(h*>'l:;U':^>-5— fJWS* 3-p<h4^ 

'>'tf'js^>-6— r;;ps, 3-hU7;u:tpp^^;i/tfu>'>-6— 2- 
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■ 

^1. 



No 


mm 


No 




1 




9 


« 

CH 


2 




10 






* 




3 




11 




4 


^^^^^^^^^^^^^^ 


12 




5 




13 


* 

CM 


6 


■ 

H-CI 


14 


* 

CH 


7 




15 


■ 

CH 


8 


CM 


16 
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^3. 



No 



33 




No 



38 




34 




39 




35 




40 




36 




41 




37 




42 




-iSic [J] •c^^nsib'&iKio+Tt), mz-^^ [i-i] 




[1-11 



i^fp. R'\ R\ R\ WRlXArtt, WIBtCt^DT*^. ] T^;^ 



wo 2005/016928 PCT/JP2004/0I194S 

30 . 

* 

a] \d^)i^>-6-'i)V) -4' - (hU7;U;top^5";i') [1, 1' -tr^x 

[1, 2-a] tfUi^^-e—f;!.) -4- (2-t:us^;i') ^>X7^H, 
N- {2-'yi;u'fD\d)V-3-:^'^}V^^yV ll. 2-a] eu.':^>-6- 
5 -4- (lH-t!D - ^>X75 H^*^«$ns. 

t 



Rf&A 1 r2 




[1] 



10 R3 

7)VJ]>7.}V!i^-)U:t^i^m<DMm^^^V. R^ R^ R*, WRDCA 

* 

15 rtt, WIBfcl^tJT&S. ] . ' 

xg 1 - 1 : -fisic [II] ■vmn^it^<\i!}t-m^ [ 1 1 1 ] le^^ns^b 
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xsi-2 : ^mzjsS'Cx-'m: cr ] -vm-^n^it^mt-m, [iv] 

■ 1 9 8 3^) fc|B«SnTViS:J^Sfc<J:0fr5 Ctj&tT^S. 

HFj tvip) . 1.- 4-i>:t^n-> (£tT, ri;:t=^^-y->j tv^^) ^©x- 

1- (3-i?^5';i/75y7'Pt!;i') -s-x^";!/;^;!/!!?':^-^^ K, i- 
rwsc-Hcij tvid. ) , ^>i/hU7\/-;i/- 1 -'f;i'^=^'>- h'J 

20 7V-;i'- 1 -'i)V:t^'y- h UX- tfP U v'y *X*X':7A^^if7;U:tPJi^ 

X7x-h> ':?7xx;^D^i^7^^H, i. i * 

O- i7-71f^>Vh^J7'/-)V-l-^)V) -1, 1, 3, S-xh^p^f" 

;i.C7PX'>A^+-y-7;i/jf pji^;^7x-h (£4T thatuj ^iv^^y 

^^^fflStt, -5 0*C~1 0 O'C*<0iJ^$n, iif^b<tt-i2 0*C~5 

ox:dtjt3ii^n-5. 



wo 2005/016928 PCT/JP2004/01194S 

32 

t-fSt^ [III] "T?*$n'5^fc-&4&i:SS;SS#§c:a:tJ;-3Tt>-iKi5: 

* • 

5 [I] T^i^ns^b^iiai&Miitsctfe-c^s. 

1 9 8 3¥) S#mtv:^B{CPl!{Rl|gT&5. 

10 -jsa:^: Ci i] -e^$nsfb^4a©is/NPy>'fb<^», -J5S^ [i i] tss 

15 [11] T^SnSib^'feOii'&mfcK'KJtt, t^*^»]©;^felct5!Vi, 

20 -flsie [II] 7?s^ns{b'&«^©fi&l4xxr;i'tt, -is^ [ 1 1 ] T^^n 
•f$K> 1- (s-s^p^^^PTsyype;!') -3-x5";p;^;ujj^i?-f5 H«© 

-rSK, l-bFP=^">^>V^hUTV-;i' (£ilT. THOB tJ tV^^. ) ^ 

25 0N-i:HP+>'jb-&<fe ; 4-xhP7x/-;k 2, 4-5?xhP7x/-;K 

2, 4, 5-hUi7.DP7x/-;k ^>^i?PP7x/-;i'^©7x/~;Wb 

[I I] -e^sn§'fb'&<^®fiJl±7^ Ktt, -^^C [in Testis 



wo 2005/016928 PCT/JP2004/01194S 

33 

V-JVXit 1.1'- MT. ( 2 - ^ ^ ^y-;V) ^iSlS^* 

* ■ 

5 i t k: J; 0 j: t 5. 

» 

i[Mj«©^«i:LTtt, RlS:itSI^{*:i*;Hi^^tO. 1 * 5 ^ ;i/;&t0y^ 

If s L/ < a 3 0 2 4i^ffl*«jiii^f n§. 

m * 

XSl-2 : R**^7Kmi^^£il^1-©«^> [I ' ] T^$ns<b'&#»«, 

Ml'. :^S©#SET-j8£i^ [IV] r^^n^it'^l^tRm-^-^^^t\zkK>. 

25 -is:^ [I] -c^sn<5ib-&i^tTSiitd«i?€s. ^^^i^wctt-jKS: [r ] 

T^$ns<b^4^i:iiLSt&^fflEt, JKJ^T 1 0 ~ 6 .0 i^g^m ^Stlfc 
S^SElC-jfilSC [ I V]. T^$nS<b^«!»&JP^T 1 -'2 0I^WRlS&fT5. 



•wo 2005/016928 PCT/JP2004/011945 

34 

5 i/yVv V (Syn I e t t) 8 2 9M (2 0 0 0^) . i^-^-:^ 

• ;i/-^:/->X'f->-:f-;l''ir5;^h'J- (J ourna 1 of Medici 
nal Chemistry), 41 185 5M (1998^) , 1^, 44 
#, 7 0 3M ( 2 0 0 1 , "^T-U^^ )\/7>. (Heterocycles), 
3 5#, 1551H(199 4^) , (Synthesis), 60 

10 9H (1 9 7 5^) > '^^□If'f i^Uyi' • ■ir^;^ hU- 

(Journal of Heterocyclic Chemistry)* 

32 i563M(i995^) \z.%m>'^mz.^\:'X.%mt ^z.hh-^^-^ 

15 -m:, [III] T^$n5{b'&«!j»> Sii3i:55fffi2.fwJ:OPli3We*<5. • 




Xg2-1 : 

20 013-2 0 Op, »Sl><tt8 CC-l 5 O'CtCT, 1 0 ^i— 4 8 I^K, ^if S U 



wo 200SA)16928 PCT/JP2004A>1194S 
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5 ^b^ti 2 (D^^&t vx\t. 1 ^^ciXb'&ti 1 1;:?* L 1 ^ i o 

XS2-2 

it^m3.<Dxvum^^7ib-m. [Ill] i?^$n-5'fb'&ti*#<5. jItc 

* k 

(H0)2B^ ^^R8 0 



§ W j„, OH 

« • 



Ar— B(0H)2 O 
Xz^ . w^S Ar^ ^R« ^ Ar Jl 

15 4: i"i 

hedron, 58#, 9633H (2002^) , Chemical Rev. 
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i ew, 9 5#, 2 4 5 73S (1 9 9 5#) lCialfe©:;^St&#R8TtS. 
'^^tlfzit^m^. XT.'r)^ (COOR») Xtt-^T/S^&Wf Sii^tt, 

[1, 1' -e;^ (v7x:i;P3jN;^7'<y) 7xP-k>]v'^oaA7i^'>A^j&s 

10 WiiLTtt, t /-;k X^>'-;i/^©7;i'3-;P; THF, 1, 
2->^^b+>'X^> (DME) ^©X-r;P ; 'OifX h;WX>^©^#]K 

15 nyi^^hm%<r>m^mi:.\^x\t. i==^)vo\t^m±\zn\^. o. .oi^;i"- 

■ 

. 2. o^;p~i o^;i/*^0ij^sn-5, 

Sl&iaStbXtt. :^fi~l 5 CC^i^BJ^^n, ^f*L<tt7 0'C~1 S 0"C 

Ta&O. -(b^%^Xtt<b-&#>5.' tt, ii^no:;5^[«a|;iti J ou r n a l 
of Chemical Society, 3 1 2 9H ( 1 9 5 3^^) , Jou 
rnal of Organic Chemistry, 6 7 5 0 83S, 
( 1 9 9 5 ^) • ] J; 0 HIS S . 

t 

25 mt^^A. ' . 

2] TS^n-S^b^l&WSjfiv&ftT^S. 



4 



WO 200S/016928 PCT/JP2004/01194S 

37 

■ 

K*B5«4 H R2 

ri3 ^ r 

{III] 6 




NH 7 



R*-Xi m 




[^4'. Phtt, 7x-;^SSSL, R\ R^ R'. RS ArRlXXit*. 




5 tt, lXtt2mtt®3~8MS©llBl»Sl^^mig3!lSS?£St-. ] ■ 

-fiS^ [III] Tg$n5<b-&4^*tf'J>?>4'T^>y'f;i'ft;SfirVi, -fb^ 

«Kl6.S#$. lggViT'fb'&'&6.<>:{t'&«6!5X<!^*WOO 1/14 3 7 6 IwiBiE©:;^ 

m:, [I V] i?^snsib-&4^tj^^&s-ff. -Wl^ [I -2] T^sns^b'&i^ 

>^t-±JP • P^x-^ '>:^-'^ • 'J^S;^hU- ( J ou r n a 1 of Me 
d i c i na 1 C h em i s t r y) , 4 3#, 2703H(2 00 0^) v 
xh'7'\HP>' • (Te t r ah e d r on Letters), 38 

16 6 3 5 9K (1 9 9 7^) , n> 3 9#, 6 17H (1 9 9 8^) mz.Wk 

■ 



wo 200S/D16928 PCT/JP20O4/0il94S 

38 

* r 

■ t 

10 S ; 7x-Jl/7'fe5";kS, 7x/+'>7'fe5"JI/S^©7U-;W7;P;i5;y'r;i'S : 

16 ;Pi^pi5^;i/v"j;i'«^©fiiK7;wW'>u;i/S«?:$«^tf6n> 4#t7-fe5^;vs, 

:/De;P», tert-:/5";i/S^©<Si»7;WWS: b'Jp^f'PWv'U^PS, tert- 
h^^i/x h^-y;^^)l'M^<DW&7)U::i^iy:^^)VM ; 5^ h ^ h H □ tf 5x;p 

25 J^*W6>n^ p^h^-^p^^^l^S. xh7t:HPtf7x;|/S, h 

7-fe5^;i'S^*«ii^isns. 

^y:/Dt!;i/^. tert-:/5"ji/S^©iSilft7Ji'^;p^ : 2, 2, 



wo 2005/016928 PCT/JP20O4/O1194S 

39 • 

10 X • >• :;!/:=. ^/i'* v'>"fei/ 7. (Pr o t e c t i V e Group, s 
in Organic Synthesis) , T. W. ^U-^ (T. W. G 
reene)#, John Wiley &.Sonstt(1981^) #M3 

• > 

/ 

20 yAi^D-^hifyy-f-, mi^i^a-^hifyy^-. ^mnMi^n-^h^^ 

25 f?). 



wo 200S/016928 PCT/JP2004/D1194S 
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t hMCH-lRS3-h-r'&cDNAgB?>J [7x:/;^ • l^^-X (FEBS 

Letters), 3 9 8#, 2 5 3H (1 9 9 6^) , t':t=^^$;^ • Xh • 

* 

t::t7'f • 7^^ (B i och imi c a at Biophisica 
Ac ta) . 140 1#. 2 16H (1 9 9 8¥) ] ^5X5 H'^^^'-p 
5 EF/mic/cyto H >t>Pi^x>ttia) {w5'0-->^Lfe. n^ti 

10 pM© [^2" I] MCH (NENttS) tt'biC, 7y±^im^ (1 OmM 
Mit-^if^i^^yj^. 2mM JL^U>y7S.>mmit^ 0. 0 1 h^i^> 

■ 

Rno. 2% ^ i^imr)}/:f^>^'^tS 5 QmM Trisig«^, pH7: 
4) fi'T2 5'C, ll^P^<>+a^-V3>bfc^, i^7X7^;p^-GF/'C 

16 2mM X5=-V>5^7$>BgS^Sfe&lK0. 0 4% Tween-2 0$^ 

tySOmM TrisMM» pH7. 4flTiJfe#^x i^7X7^ Jl/rJ'-iOife 

• •4 

^ " I ] MC HiS^t*f-r*S®i'(b^1&© 5 0 %mmmm ( I C 5 oM) 
20 ^4. . 





I Cso (nM) 


mmm 2 


3. 1 


^Mfil 1 4 


2. 0 


mmm 1 7 


3. 3 


IliSI^J 1 8 


4. .3 


mmm 32 


9.5 


3 6 


10.5 



mmu M c H - 1 R^mi t Lxf^m wc. 
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SIttS D^yh (9-1 2M^) 3 JiamiCjifil^{fl[@^Wfc:iii4^f< 
a-HCifAU (MCH, S ag/l il \/he ad. 

Axis#fiiiKfc^«?) *^3a«^i^icfi#Lfc. ^mmi7(Dit^i& (loxtt 

3 0mg/kg) MCHiS^ODll^TOKlO. 5%>5^;nr;vp-;^7K^ae 

10 mommm^m^Lrc. 

■ 

flJ-fe, 1 ) unfits] 1 7 ©^b^lb^felg-^UTiViJi^. 2 ) HJiS^J 1 7 (Dit^^^ 1 

Omg/kgS4-bfc«^, 3). IliKS^l 7©{b^«^2:3 Omg/kglS;#L;fc 

16 0.^A\z'o\f^x. zmi^McrxDyyhom'km (g) s^r. 

« 

■ 

a. ^jAtfiiM, ^Wimm. ^-Dm. mm. m^. m^. m^^^^. 
^'M.m ' m^w^^ mmm. mrnmm. mmm. mmmms ^^s^. 

* • 

♦ 
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4 

6 a. mximiit^. mmw. "^-Dm, mm. ms. m^. m^^m^. 
^Mx^ ' 0rmm$m. B^mm. mmmm. m^mm. mmm^. ^nm. 

20. xx7u>itYi^:^.>'^7A. gsii^^'fm. mm. ^yv)\^ 
25 i'Pym xu=*^s/;i/?iimL<ttftit?pj^©?^#s8?iim«#tfe>n. ctiett. 
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* 

fcl3#Ml kg&fet) 0. 0 0 1~1 Omg, iif*L<ttO. 01~2mg&l 

I * 

Tabs. I Xtt 2 £A±0#^^^^iai:l^^{c:fi6ffi-rs^-&» * 

* ■ 

■ • 

* 

• * 

e>ti<5 2a©M©i^-S4MK-e®i^F^^?£aviT<z)ig4, 4) *5gM©^b^ 
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10 ±IB mm^^mm tLTtt, mX\t \)if^y^'J>n. (glitazones) m. 
^\i-y{f^)^^/> (ciglitazone) , ^)V{f^)^V> (darglitazone) , JL>if 
Uyy> (englitazoD.e) . -i-^i/^^^'/y (isaglitazone) (MCC-555)^] v t! 
/^ii^'J^J^y^ (pioglitazone) » oi/i^U^y> (rosiglitazone) , hP^U 
^V/> (troglitazone) « BRL49653, CLX-092K 5-BTZD. GW-0207. LG-100641, 

15 LY-300512 ^©P P AR r 7=f-;^ h : 2);^ > (metforiDin) , 

5> (buformin) . 7x>J}^;i/S> '(phenformin) ^©H^7:f'f HiSPJ ; 3):^P 

Sh\ z^7\i^7. (diabinese) . ^^)^yi;y^\^ (gli bene 1 amide) , if^)\f. 
i^H (glipizide) , i^U^UH (glyburide). , ifJp^tfUH (gliiepirlde) . 

20 if^)i^=yi^Y (gliclazide) , if^)^>V)^ (glipentide) , i^U.^H> ( 
gliquidone) , if\)Vy^Y (gli sol amide) , h^lf^H, V )V':f ^ s..Y^4(0 
;^;i/>J>z:;Ur> k7 : 6) l^/ti/U - H (repaglinide) . i'^i/^)ZL)^ ( 
iiateglinide) 41©/ U 5=-:i H (meglitinides) !® ; 6) 7*;p!j?-X ( 
acarbose) » 7v^4^>'> (adiposine) » ^^if.^)'^—7s (camigl ibose) > X5 

25 ^Ux-h (emiglitate) . Si'Uh-;!/ (miglitol) , i!^ify)i!^-7. ( 
voglibose) , 'f'yV^yy-Q (pradimicin-Q) , -tf- ;P si? ^ jS' ^ > ( 
salbostatin) > CKD-71K MDL-2S.673« MDL-73.945, M0R14 m<D a - if )Vuy ]^ 
\iYu^yy—^^^^'. D'ry^^T.^ V h (tendamistat) , hV7s^^> 
(trestatin) , A 1 3688 ^© o -75 ^-ifBS^^J ; 8) U / i^U U K ( 
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linogliride) v A-4166 ^©-f >X U ^ii-IKffiiiSJ ; %)^u^^i/)V ( 
clOBOxir) , Xht^rv';V (etomoxir) ; 10)5^^U\/ 

(midaglizole) , -flfi^U F-^ (isaglidole) , xUi^U H-;U ( 

* • • 

deriglidole) , -ii^V^'^y (idazoxan) , Xyu^-^> (earoxan) , y)Vn 
5 U^-^y (fluparoxan) A2 7>^:i-;^h ; ll)tr:t^ (biota) , LP-100. 
yA7tfH» insulin detemir, insulin lispro, insulin glargine* -f^^'J 
>Mi&, Lys-Pro—f^XUX GLP-1 (73-7) , GLPl 7^ H (7-36) ^ 

<D^>7.^)>'^1t\t^>7.^)>^^v-'{vi77s-,n) JT-501, 'yy)^^)^ 
V^-;i/ (farglitazar) ^©*5='7y'J>'>>?:t> ;13)MK-0767, CLX-0940. GW- 
10 1536» GW-1929> GW-2433> KRP-297, . L-796449v LR-9q XtX SB219994 P A 

xPA (colesevelem) . 3l/X^>J?-;V (colestipol) , 32llx=^rXh7>0 

5 / 7;P=^;Jl^il^#, Colestid SESSS^, LoCholest 

15 ^\^fi%\xv:[WSmmm(0mVWiWSL^Mn'.i)7Y)Vn7.9^> (atorvastatin 
) > ^^n7.^^> (itavastatin) , 7;i/nx^5^> (fluvastatin) » PAX 
^'^y (lovastatin) > 7^7A*X^5^> (pravastatin) , UA*X^'^> ( 
rivastatin) , U X A X 5^ > (rosuvastatin) , 5/>AX^5'> ( 
simvastatin) . ZD- 4 5 2 2^C9HMG-C o Ajg7C0^l&$^ ; 3)HMG 

20 -CoA-&^M^5^J ; 4)X:M — ;PxXr;K i3-v'hX-rO~;P» Xxo-;!' 
i^jP^^Hv X-tf5'5'^ (ezetiinibe) kXra-^l^ffi'Rffi^^PJ ; 5)7A 
v'^'^ (avasimibe) , X7;PS/5'^ (eflucimibe) . KY-505, SMP-709 ^07 
'»l.3X>1f-1' AA3 VT^T-U-m y)\^m>nW&^ 6) JTT705> b^-t h 

ft 

yKZf (torcetrapib) . CP532632, BAY-63-2149, SC-591. SC-795 ^©CET 

25 P Et^J : 7) 7 U>-&fi!cia«?!iJ, 8) 7'P73.-;i^^©^^k?f!l, 9) n7 

^7.7~h. '<>1f7W' >^7-h, j/yD7^:/7-h, i7D7:^y^-h, X 
h7-/:/7— yx.yy-i'^y—h. i^x>;&^> (gemcabene) , 5^x>7 
^:^Oi?;P (gemfibrozil) , GW-7647, BM-170744, LY-518674> 7 7" U «;/ 

(0!l;l{£Atromid^@iSli, Lopidllil^^, Tricor ^iliSli^) ^OP 
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TARa7=t=.7. h ; 10)Gf-4064» SR-103912 ^©FXRH::/^-7>^'^- 
: 11)GW3965, T9013137, XTCO-179628 ^OLXRVt:f^'-7d=.7.h ; 
12) i-i7i^>^<Di)^:fUv'-(y^^m.^M ; n)U=:>-7yi^tT>i^> 
^mmm 14)5^av^-AffihU^«j-k'J H«&2l6ai^?l!l : 15)BARA1463, SC435, 
5 PHA384640, S-435, AZD7706 ^0mnWt?i^iSLm.WM ; 16)GW501516, GWS90735 

m 

■ ^.OPPARdr:^-;^ h : 17) hU^U-feU K-g-^ESSlI ; 18)LAB687, 
CP346086 ^©MTTPM^^J ; 19)<£«SU5K:/Ox-r >§$#:<>xa-lJ— 
: 20)7.^ U U>X:^^zyir—^mMM ; 21) jfil/jN«Smia«?PJ ; 22)MK-591 ^© 

w 

h\ -Ji/uuys.^^Y> ^Yuy)V:^u^7-J\^s -O^/ISH (indapamide 
) , t l«Pi7D05'75^H^05^7i?KI^::^^^'-K (bometanide) . Xif^ 
g-y^'if (ethacrynic acid) , 7P-fe5H, V)V±%Y^<D)V-'f%. 75 

P'JH, h«J7Ax^>^o:^huC7A^, ;^t:py7^h>> xt:i^y>^® 

15 7;kHX'rP>7>^=f-;^ hS^^©$iJ^ ; 2)7-fe>^hP~;i/ (acebutolol) , 
7r/P-;K '^iS'^P-;)/ (betaxolol) , ><A>hP-;V (bevantolol) , 
ty:/op~;i/ (bisoprolol) , 3}?t!>KP-;i' (boplndolol) , ii)V7-^u- 

t 

;V (carteolol) , ti )V U — )V (carvediloi) , -feUl/PP— ;k ( 
celiprolol) » i^tD~;|/ (esioiol) , -f^T^/P— ;W (indenolol) > ^t^' 

20 :/PP-;P (metaprolol) , :^KP— (nadolol) , ^\ii^u-)V (nebivolol 
) » ^>-:fVu-)V (penbutolol) , lf>HP-Jk yp;VP-;k V^P- 
;K ^-^hP-;i/ (tertatolol) , 5^'jyp-;p (tilisolol) , ^"ED-JV 
^0j8-7H^:^U>:/Py*^; 3)7AP5^h!> (amlodipine) > 77-':^t! 
> (aranidipine) . 7 If ;P — fcf > (azelnidipine) » 7'«;l/->^tr> ( 

25 barnidipine) , ^^n^Jfcf^ (benidipine) ^ ^•:f^Jz^)V (bepridil) , i^i-Jl^ 
'J\:> (cinaldlpine) . {;V\il>\f.> (clevidipine) , -J)V=J'7^J^ ( 
diltiazem) , X5i>xs^t!> (efonidipine) , 7xPv?t!> (feiodipine) 
p;^5;U (gallopamll) , -IT.v'JMy (isradipine) , y-yi^My ( 
lacidipine) V n^-JMZ/ (lemildipine) » U)Vtl=-yi:> (lercanldipine 
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) , ::i:fj)Vi?\d> (nicardipine) . S^^x-H^ (nifedipine) . ^DVIfrP 
tr> (nilvadipine) , — *xtf> (nimodepine) > -yV)Vz^\^> (nisoldipine 
) , -hUi^\i> (nitrendipine) » T-v'tf^ (aanidipine) , :/7->?tr> 

(pranidipine) , A^A^^I^ (verapaioil) ^<0tl)Vz/K7Ji.^^>^)V'^ayiJ 
6 4)^^-1?:/ fj'/h'/VJV. '>7lfyU;i^ (cil.azapril) , x9:/«J;l/ 

(delapril) , xi-y:f^))V, 7;j-'>y :/U;U (fosinopril) v -r^^yj^k 
DSz/yy;!/, «+'>yu;i^ (ittoexipril) , ^:^-yu;V (quinapril) , +t 
:/'J7yh (quinapril) . y^-fVJV (ramipril) » '^U>H:^U;P ( 
perindopril) , '^'J^ Ha:/U;P (perindropri) , ^--f^JJV (quanipril) . 
10 Xt!^:^'J;V (spirapril) » 7'ytl'fV)V (tenocaprjl) , hy>\^y'/^))V 

(trandolapril) , Vy3:y:fV)V (zofenopril) ^(b7>i^^T>i^>^^M 
^KaM;5):fT/'?hU9y h (omapatrilat) . *H^1thU;i' (cadoxatril) , 
X* H h U 7;r vf H h y )V (fosidotril) , IJ-^/^ h U ^ y h ( 
sampatrilat) , AVE7688, BR4030 ^©(|»tfeX> H'^y^^y-ifMiS'l ; 6)7"'/ 
16 ±>^> (lezosentan) > A308165» YM62899 ^©x>H-feU >7>^=fx;^ h 

yhD-)Vi^> (pratosartan) . ^yiJ-;k^'> (tasosartan) , 7-JVS.1i')l^^> 
(telBisartan) , /VV'^)\^^>. BXP-3137, FI6.828K, RNH6270 (^<07>i^^r' 
20 >'» II iStr^ ; 9)xy^>?D-;K 7P^/a-;k. 7^X7'D--;P^<0a 
/ i8 7 Hl/^'J ;i!7~ ; 10) x^^/v'X C^^tTS^;!^ (urapidil) . 

• • 

>. WIIPI64, XBN0ia^SC!>ai:^D5/:iS7-: n)n7x*5^5^> (lofexidine) , 
5^7p^x>?> (tiamenidine) , ^+yxv?> (moxonidine) , iJkpCx>?> ( 
25 rilmenidine) , if7J<> (guanobenz) ^C5a 2 7;fx;^ h ; 12)7;1'HX7^ . 

±fB r^jE«93lJ tLTtt, mK\t \)nu^L^y (paroxetine) . 

(fluoxetine) , 7x>7;i'75> (fenfluramine) , 7;p5J^+lJ-5> ( 
fluvoxamine) , -feJU-^UV (sertraline) . •i*5y7 5>^©5HT(-feo h 
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■ 

talsupram) . /57x>J'>^0!)y;i'Xt;*7U ; 

3) U^cf>'N'>h(Sanofi Synthelabo), SR-1 47778 (Sanofi Synlhelabo), BAY-65- 
2520(;Mx;|/), IU-1\W iS/^-i) . -e.^fta USP5,532,237. .USP4,973.587, 

5 USP5.013,837, USPS. 081. 122, USP5. 112. 820> USPS. 292. 736, USPS. 624. 94K 
• USP6. 028. 084, V096/33159s W098/33765, W098/43636, W098/43635, WOOl/09120. 
W001/96330> W098/31227, W098/41519> WO98/3706K WOOO/10967, WOOO/10968, 
W097/29079, W099/02499, VOOl/58869, W002/076949, WOOl/64632, WOOl/64633, 
WOOl/64634, WO03/006007> W003/007887 W EP-658546 \ZWh\t'^^%(Ofi > 
10 (CB-l) 7>:$'=f-X h/<>n~:^7rf-;^ h ; 

4) W001/87355\- WO02/0825O mizmmit^WOifU^)>7>^ziZ.:^h : 5)5^ 

) :i!7-jH^--h, ^O^^yptfyh (clobenpropit) , 3-H7x>::/aif'j/ 
h, -1'tya+>'7x>,. GT2395, A331440. W002/15905 {CW^<I:^4&, 0-[3- 

7 >^ h aazewska, D. et al.. Pha.rmazie. 56:927-32 (2001), 

■ 

7 X / >SI##.(Sasse, A. el al.. Arch. Pharm. (Weinheim) 334:45-52 
(2001)), SSI N-7x— /'?p^-h(Reidemeister.. S. et al., Pharmazie, 
55:83-6(2000)) , ":/a4^'>7x>®«#: (Sasse, A. et al., J. Med. 

20 Chein..43:3335-43(2000))^©h;^^5> (H3) 7>^'=f-X h/-f VA-:^- 
7zi:z?.h 6)T-226296(Takeda), SNP-7941 (Synaptic), ^(D^ ffOOl/82925, 
WOOl/87834 , WOO2/0S1809 , W002/06245 , W002/076929 ^ W002/076947 , 
W002/04433, W002/51809, W002/083134, W002/094799, W003/004027 
2001-226269 mzm^Oit^(^^<DMCH- lR7>i'zI-7.h : .7)MCH-2 

25 R7::f:::X h/'7>^::/x;^ h : 8) 3 -^Pa-5-(l-(6-[2-(5-X5^;W-4-pt5^ 

• • ■ * 

y)-x5^;W7xx;p]*;u/\'5 >S?-rv7'Dt;;i'x;^x;k bibp3226, bibo3304, 

Ly-357897 , CP-671906 , GI-264879 , O (fi USP6001836 , W096/14307 , 
WOOl/23387 , W099/51600 , WOOl/85690 , WOOl/85098 . WOOl/85173 R t/^ 



* 
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WOOl/89528 izm^it^^^(0UVY17>^:i:::'7. h ;9)mm. GW-669180A, 
GW-594884A. GW-587081X, GW-S48118X, FR235.208. FR226928. FR240662, 
FR252384, 12.29U91, GI-264879A, CGP71683A, LY-377897, LY366377, PD-1 60170, 
SR-120562A> SR-120819A , JCF-104 , H409/22 , ^ USP6. 140. 354 , 

5 USP6,191.160, USP6.258.837, DSP6.313.298, USP6.337.332, USP6.329.395, 
• USP340,683, USP6.326,375, USPS. 329.395, USP6.337, 332, USP6.335.345, EP-. 
01010691, EP-01044970, W097/19682, WO97/20820, W097/20821, VO97/20822, 
W097/20823 , V098/27063 ., WOOO/1 07409 , WOOO/ 185714 , WOOO/1 85730 , 
WOOO/64880, WOOO/68197, WOOO/69849, WOOl/09120, WOOl/14376, WOOl/85714, . 
10 WOl/85730, WOOl/07409, WOOl/02379, WOOl/02379, WOOl/23388, WOOl/23389, 
WOOl/44201, .WOOl/62737, VOOl/62738, WOOl/09120, ¥002/20488. W002/22592, 
W002/48152, W002/49648, W002/094789 Norman et al.. J. Hed. .Chei. 

■ 

43:4288-4312 (2000){Cil^O'(b-&%^(DNPY5 7>^rf-;^ h ; 10) t hiffl^ 
^l^r^^^'^' (PEG-OB. Hoffman La Roche), m^^;>^^:t-;H^y5'>(7A^^» 

15 ^(DU'y^>; 11)USP5.552.524, USPS. 552. 523, USPS. 552, 522, USP5,521.283, 
W096/23513, W096/23514, W096/23515, W096/23516, W096/23517, W096/23S18, 
W096/23519 Rt^ W096/23520 \zmBit^l\^^(DU:f=^>mMi^ : l2)t)V;<yx. 
XRevex SSkKM), 3 - ^ h'^i^tA^hU^Vy. :hD+y>, ^^PhW+V 
>, WO0O/2I509 (Dm^it^^^(Ot\i-t^ HT^^'rJ-Xh ; 13)SB-334867A, 

20 ' ^(Dm WOOl/96302, WOOl/68609,' W002/51232, W002/51838 Rt^ W003/023561 \Z 

m^i\:^'\^^o:^-U^i^»i'zi:i7.h ; i4)j}^>'^'»S^#i?-:/5'<y 3 

■ 7dl:Z7sh : 15)AR-R15849, GI-181771, JMV-180, A-71378, A-71623, SR- 
146131, ^(D^ USP-5739106 \zm^it'^<&^<0UU'y7.h'^Z.>A (CCK-A) 7 
zl=.Xh ; 16)GI-18177I(Glaxo-SmitbKline). SR146131(Sandf i Synthelabo), 
25 y^'t;>^'f H (butabindide) , PD170.292, PD149164(7 7 -f If-) ^© 
CNTF(ciliary neur-otrophic factors) ; 17)axokine(Regeneron) , ^ <D i& 
W094/09134, W098/22128, W099/43813 \zm7F:<Dit^m^<D CNTF Sl^i^ 
:18)NN703, A4^1fUU> (hexarelin) , MK-0677, SM-130686, CP-424.391, L- 
692,429, L-163,255, USP6358951, 7 V tl WWff IHM^^ 2002/049196, 1^ 

« 
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2002/022637. WOOl/56592. mQ2/mi% \zm^(Oit^f^^<D^&M^>^y&^ 
^W7:i=.Xh:\9)m9ZZ. DPCA37215. IK264, PNU22394, WAY161503. R-1065. 
YH348 , ^<Di& USPS. 914. 250 . WO02/36596 , W0Q2/48124 , W002/10169 > 

« 

WOOl/66548, W002/44152. W002/51844, WO02/40456 2t;:X.V002/40457 ICBS^CO^b 
5 .'&i»^05'fePh->k-fe:/i'~2C7:Jn;^h:20)^7y3;V5='>'3g^«:7=f 
n ;^ > ;21)CHIR86036(ChiroD) , ME-10142 ME-10145(Melacure) > © fl& 
WO99/64002v WO00/74679> WO01/991752> WOOl/74844, WOOI/70708,. WOOl/70337, 
WOOl/91752 , - W002/059095 , V002/059107 , W002/059108 . W002/059117 . 
WO02/12166, W0D2/11715, W002/12178, ffOO2/15909, W002/068387, W002/068388, 

10 W002/067869. TO03/007949 jfci; W003/009847 \zm^<Dit^^^(0 :^ y y :2 
>'4S^7:J-;^h;22>S/:/h7S>(Meridia SSiSmeductil S^iSS) 
RZf^OU. USP4, 746, 680, USP4. 806. 570, USP5. 436, 272, 7 U 

ff;Tai®## 2002/0006964, WOOl/27068 RlJf WOOl/62341 \zm^(Om^^^(0'E 
/75>^!KJRMSil;23)x=^^>'7x>7;i'75> (dexfenflujamine) , yJV 

15 tUf-> (fluoxetine) , ^<om 0SP6. 365, 633, WOOl/27060 WOOl/162341 

* • 

icH^o-fep h=:.>nnLK)jL^mm\:2i)ifAij:i>m^-f^\^ 1 (glucagon- 

like peptidel)7=f:::Xh;25). htr7;*-h (Topiramate) (Topimax lEM^Ii 
) : 26) 7 h 7 7-Ait'ai\lS 57 (phytopharm) CP644. 673) ;27) 

;PCoAjt7;WJ}?^'>7-1f2 (ACC2) ifl^S!l;28)AD9677AAK677C*:B*S!^/a 

20- ffl^p^), CL-316,243, SB418790, BRL-37344, L-796568^ BMS-196085, BRL- 
35135A, CGP12177A, BTA-243, W427353, Ut) K U > (Trecadrine) , 
ZenecaD7114, SRS9119A, -^(Dm USP5705515, USP5451677, WOOl/74782 
. W002/32897, \zmmt^W<0&7}^Ui'V>U±'/^'-37zt=-:^h'.29)i^7 
i^JVif U -t D-;P7 iyJV hy>7.7 x 7— if 1 B^M ; 30) i^7 '^JV^ U -fe o-;l/ 

25 7i/;i'h7>;^7x7— if2ia^?PJ;31):^;H^->(Cerulenin), C75 ^©Itlfc 
Wt'^m&^i:n)v^^y^ 0>. ^>h+5^7-fU> (pentoxifylline) , IfT" 
^)i-7,h (zaprinast) , i^JVy't^'OV (sildenafil) , 75U>'> ( 
amrinone) , / Xmilrinone), v^JVT.^SH (cilostamide) , obfy^ 
A (rolipram) . RXSiyOS.y:^h (cilomilast)- ^(DJhXsl^v^x;^x^-1fffi 
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$i^;32)KB-2611(KaroBioBUS), -eo^ f 002/1 S845, 2000-256190 
ib^'Kl^CDIi-'rD'f H*;Wt>/5 7:J-Xh:33)7^^z:>m. 4-[(B)-2- 
(5, 6. 7, i-f-hyh H 0-5, 5, 8, 8-t Vy :f^^)V-l-ty^V:z)V)-\-'^u^=.)V\ 
SfeJi.W(TTNPB), V^/^vi^fk (retinoic acid) . -ecffi W099/00i23 \zm 
5 mdi^^t^^iDy^^^'VPIk (phytanic acid) ;34):t^:i-'fJPXX>DX 
^•Offi del Mar-Grasa. M. et al., Obesity Research, 9:202-9 (,im\)\z^m 

:36)6VT3498. BVT2733, WOOI/9009K WOOl/90090. WOOl/90092 \zm^it . 

-^^mo) 1 1- /3 1 H D + S/Xx P -f H X b H D l SIM^PJ ; 37) Xx7 U 

10 ;Pc o AlKfiSfP^PI 1 m.^M (stearoyl-CoA desaturase-l) ;38)-f V O-Y 5/>^7 
U H ( isoleucine thiazolidide ) » n U > tf n U 5^ H ( valine 
pyrrol idide) , NVP-DPP728, AF237, P93/0K TSL225. TMC-2A/2B/2C, FB99901K 
P9310A364, VIP0177, SDZ274-444 » ^<Dm W003/004498, W003/004496 , 
BP1258476 , W002/083128 , V002/062764 , W003/000250 . W003/002530 « 

16 W003/00253K W003/002553, W003/002593, WOO3/000180 RXS W003/b00181 (CBS 

* 

Xorlistat/Xenical S®^^), TritonWR1339, RflC80267, U:/;^^5^>, f- 
7*y-5i?-> (tea saponin) » v^X^'jV'^^'^U 7x U;P>K;^7x- h ( 
diethylunbelllferyl phosphate) , FL-386> WAy-121898, Bay-N-3176> 
20 i7h> (valilactone) , XXx^ Xesteracin) , x-^7i7h>A ( 

♦ 

ebelactone. A) , X^7^h>B (ebelactoneB) , RHC80267, -eofifi 
WOOl/77094, USP4. 598. 089 . USP4,452,813 . .USP5,512, 565 . USP5,391. 57K 
USPS. 602. 15K USP4. 405. 644. USP4. 189. 438 RXS USP4. 242. 453 (CM^C!)^t:^% 
^OU/1--1fM?pJ;39)JlJtel| h9>'XJ}^--r5'-ia§^J:40)>?*;i/4?^'>^- h 

* • 
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10 nSfcCO-Ctt^&iVi. ;«7 7Affl'>UJ7y;i'tLTtt, Wakoge 1"'" C-3 
0 0 («»ySII^^#tt) ji»ffi*7Affl>^U*y;WtUTtt. YMC- 

■ 

GEL^" ProClS m^^^V^XA-y-) SffiVife, TXX'^i^ 
ttQ u a t t r o I I C^r-f ^ P YXttSl) <£fflViTii;£L;/S:. 

.15 2-'rv:/Dkr;i'-6--hD-f ^iS'i/ [1. 2-a] tro5^>:^^ 

(1) 3-/5^;U-2-:/j5'y> (7. 2g). ,(7 0inl) 
JjC^^T, yP5> (4. 3ml) <£iJfl;i> 5- 1 O-CTll^PiajS^^Ufc. Rim. 

20 h U K^AX^mVfc. ^mm *MffiT©i^'r 5 j: t \z^ D 

l_yp:£_3_P^^;j,_2-:/^y> (9. Og) (Disk^^m'&nrc, 

(2) taiB (1) mniit^m (9. Og) , 2-75/-5-r:hDtrU>»> 
(5. 5g) OX^y~;i/SKMt£ (SOral) §9 0'CT1 Oi^MlSi^Lfc. 

. *Taitfc@<4:S:igiaL. X^y-^PTtfe^f^Jlifci O^Sfb'&'fe (4. 9 
25 g) $afi@#tLT#fe, 

IH-NMR (4Q0MHZ, DMSO-d6, 6ppm) : 1. 33 (6H, 
d. J = 7. 2Hz) , 3. 2 0-3. 28 (IH. m) . 7. 95 (IH, d, 
J = 9. 6Hz). 8. 42 (IH, d. J = 9. 6Hz), 10. 03 (IH, 
s) 
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6-z:hP-2-7'Dt!;K^y7 [1. 2-a] \^Vi^>mtM 

(1) tig«i0a^f^smi> iggviT2-75y-5--bDifU':?>§ffitiTi8 

IH-NMR (400MHz, DMS0-ci6, 6ppm) : 0. 95 ('3H, 
t, J=*7. 2H2) , 1. 6 5-1. 8 0 (2H, m) , 2. 82 (2H, t, 
J = 7. 2Hz) , 7. 95 (IH. d, J = 9. 6H2) , 8. 37 (IH, 
10 d. J = 9. 6Hz) , 10. 05 (IH. s) 

• * 

2_^-.>^;V::f5^;p^6--hD'f$yV[l, 2-a] tfU5^> 

l-:/Dtt!:^□o>&^;2-75y-5--hDtfUi^>SffiViT, 

,1H-NMR (4 0 0MHz, DMS0-d6, dppm) :1. 4 0 OH, 

« ■ 

s) , 7. 91 (IH, d. J = 10. 3Hz) , 8. 15 (IH, s) . 8. 
2 9-8. 30 (IH, m) . 9. 94 (IH, s) 

■ ■ 

ft 

20 Wc^m^ ■ ■ ' 

m 

3-p^5^;P-6--ho-f5^\/[l, 2-a] t;'j5;> 

i 

IH-NMR (400MHz, CDC 1 3, 6ppm) : 2. 5 9 (3H, s) , 
7. .58 (IH, s) , 7. 65 (IH, d. J = 10. GHz) , 7. 91 
(IH. dd, J = 10. 0, 2. OHz) , 9. 02 (IH. d, J = 2. 0 
Hz) 
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* 

• 2, 3-$^P^5^;l/-6-rihD-f$^\/ [1. 2-a] \fOi?> 

3 -:/at- 2 >Rt;2 - 5 -n h p tf u 5^>&fflv^TjS3i 

mi - (2) t(g«i©aif^sffofc. ^stiitiHtf^pgfex^'ji^icis^^^*, 

IH-NMR (40 OMHz, CDC 1 3, Sppm) ; 2. 47 (3H. S.) , 
2. 50 (3H. s) . 7. 53 (IH, d. J = 9. 6Hz) , 7. 87 (1 
H. dd. J = 9. 6, 2. OHz) , 8.. 93 (IH. d, J 2. OHz) 

ji^sil- (1) bM%(Omf-^^\\ l^liT2-7S/-5--hDlfU,S^><£ 
15 <*JtbT»;fc. 

« 

IH-NMR (400MHz, DMS0-d6, 5ppin) : 0. 94-0. 9 
8 (2H, m) , 1. 10-1, 16 (2H..ni), 2. 2 0-2. 2 7 (IH, 
m) . .7. 85 (IH. d, J = 9. 6Hz) , 8. 28 (IH, dd, J = 9. 
6, 2. OHz) ,9.95 (IH, s) . . 
20 ^3iM7 

2— >i7P:;^Otrjl/-3-pt5^;U-6--hO-r5i?'l/ [1, 2-a] fcf'Ji?> 

\-%/^u:;u}i)]/-\-':fxinjy^mi^xmm\\- (i) tmrn-omf- 

*ffK iB!»l»T2-75>'-5--hPlfUv^>SIBV5T, Sat^Jl- (2) t 

25 . Ue^ATK^^g-cifei^U >'U*y;i'*7A5'PTh^77^- ('s^ii->/Sf® 

IH-NMR (4.0 OMHz, CDC 1 3, d ppm) : 1. .01-1. 12 
(4H; m) , 1. 9 5-2. 0 4 (IH, m) , 2. 5 8 (3H, s) , 7. 
49 (IH. d, J = 9. 6Hz) . 7. 85 (IH, dd, J = 9. 6, 2.. 
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■ • 

OHz) . 8. 90 (1 J. d, J = 2. OHz) 

5 1- (2) ti^«i©aif^*fTofc. %^t\rz.m¥^^wmx.^Mzmm-^'^. m\ 

• ■ • 

IH-NMR (4 0 0MHz. CDC 1 3, dppm) : 1. 4 5 (3H. t, . 
J = 7. 2Hz).. 4. 48 (2H. q, J = 7. 2Hz) , 7. 77 (IH. 
10 d. J = 9. 6Hz) , 8. 01 (IH, dd. J = 9. 6, 2. OHz), 8. 
35 (IH, s) , 9. 27 (IH, d, J = 2. OHz) 
l$ii^9 

3-j>^5^;i'-6-r hD-f^^V^ [1, 2-a] \i^)V>-2-fl)Vi!^ 
15 ^'^}V 3 2 -:t^y:/jS'/X~h&t;2 -75^-5-- hot! 

oThi^^7^- (A+i^>/»S?x5";i/=2/i) TitiS"r^J:tl::«k«3, ^ 

m 

20 IH-NMR (4 0 OMHz, CDC 1 3. 6 ppm) : 2. 9 1 (3H, s) , 
4. 01 (3H, s) , 7. 72 (IH, d, J = 9. 6Hz) , 7. 99 (1 
H. dd, J = 9. 6. 2. OHz) . 9. 06 (IH, d. J = 2. OHz) 

3-;*5";|/-6-Xhn~2-xh7kHD-3-77-;Ki^V^ [1. 2- 
25 a] t;iJ5?> 

* 

3 2 y >Of^t) t) »w 1 -5^ h 9 1 H P - 3 - 7 1 - 

■ 

yn;v>sfflViTi{3i«aii- (i) tmm<Dm^^m\ m^x2-7^/- 
5-.:rbDifU5^>sffli'iT, siii^ji- (2) tip|i^©jsf^sffofc. f§e>n 
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IH-NMR (4 0 OMHz, CDC 1 3. 6ppm) : 2. 31-2. 38 
(2H, m) , 2. 5 5 (3H, s) . 3. 6 0-3. 6 8 (IH. m) , 3. 
5 91 (IH, t, J = 8. OHz) , 3. 99 (IH, q, J = 8. OHz) , 
4. 11-4. 18 (2H, m) , 7. 5 9 (IH, d, J = 9. 6Hz) , 7. 
90 (IH. dd, J = 9. 6, 2. OHz) , 8. 95 (IH. d, 3 = 2. 
OHz) 

10 2-:nhP-6. 7. 8, 9-7"b7tHDeU H [1, 2-a] '^^X-f 5:$^ 

9 

• m 

IH-NMR (3 0 0MHz, DMSO. Sppm) : 1. 7 5-2. 0 0 (4 
H, m) , 2. 6 5-2. 8 0 (2H, m) , 2. 8 0-2. 9 5 (2H, m) , 
7. 59 (IH, d, J = 9. 6Hz) , 7.. 86 (IH, dd, J = 9. 6, 
20 2. IHz) . 9. 34 (IH, d, J = 2. IHz) 

wtm 12 

■ 

2, 2. 2-hy7;l/:tP-N- (3-;>^5";i/- e-nhP-f^rJ^^/ [1, 2- 
a] eU>?>-2— f;|/) T-fchJSH 

(1) 2-75/-5-:ihPlfU>'> (4. Og) Rt^p - h;i/x>;^;wjj^- 
25 }Vi; Uy^Y ( 5 . 7 g) ©tf U v'X'S^IM (4 Om 1 ) . & 1 0 O'CT-S^t 

> • 

w^hit, KPm^iin. (2 00ml) \z^€. ^simhtcmw&m^iy^ tkrix-:? 

;P-N- (5-xhP-2-tfUv-;i') KyMy7s)ViSr^>T^ Y^ (6. 7g). 
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(2) lagB (1) -v^^it^m (3. og) :R.zS2-:/a=e-^D}d^>7^^ 

(.1. 9g) cpDMFJiMM (2 0ml) \Zi^^ 'jyn\d)VX^)V7 (2. 
2ml) ^M?L. 9 Rf^m^Tif. (200ml) fc^^, 

5 mi^^Pi^oti:^^> (6 0ml) RtXilTK h U 7>:toifiS (3 0ml) ii-^ 

j^-r^;it{cj;D, as^b^i^j (2. 2g) ^n^B^tLxmc, 

10 IH-NMR (4 0 OMHz, CDC 1 3, fi ppm) : 2. 6 1 (3H, s) , 

« 

7. 5 8 (IH, d, J = 9. 6Hz) , 8. 0 3 (IH, dd, J = 9. 6,. 

m ■ 

. 2. OH z) . 9. 0 5 (IH. d. J =2. OHz). 10. 56 (IH, b 
r s) 

15 2. 2, 2- M)7;V':tP-N-pC5';i/-N- i3-;f>^)V-6-=-hU^ S.^ 

> 

y [1. 2-a3 trU>^>-2— f;i/) 7-kh75H®^^ 

Slii^fy 1 2 -eil/b^b^ii^ (3.. Og) OTHFJ§}!g (50ml) JC. 3!K?&T. 
Jlcm:^ hV^Mk (60 SUfftiK, 5 5 0 mg) SiPA 3 0^)-MM*^l/fc. S^&JK 
IC3C/<b^^;p (1ml) ^liaXs I^ST?*&fC3I^TOJ^^, 

7>f- (A>;^^iJ->'/ifi!x^;P=5/i) TMS!|-r-5J:tfcJ;0, ^S^b'&lli 

(.1. 7g) $^fii^^tl.T#fc, 

IH-NMR (40 0MHz, DMSO-d6, 6ppm) :'2. 54 (3H, 
25 s) , 3. 30 (3H, s) , 7. 74 (IH, d, J = 9. 6Hz) . 8. 0 
1- (IH. dd. J.= 9. 6, 2. OHz) , 9. 47 (IH, d, J = 2. 0 

■ • * ■ 

Hz) 

Sjg^l4 

4' - [1, 1' -t:7x-;w] -4-:fy)V:^>Wt 
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xf^^>i^U3-;W>';>^^;px-r;P (400ml) -2M^:^hU^7^7K 

(8 0ml) <Dm^mmz4-fa^^>vh^)y)v^^^\^ (s. og) , 
7^>A7i?C7A (2. 5g) ^mx. 1 0 ox:-e-fi«is#L/fe. ^Tii«i 

T+^toUfc. «THlLfc®*|J*ii5tL, 7jc, >?X5^JUX— r^Tifci^L, METIS 

jir€»;itfw<fco^<b'&!!^ (4. 2g) sefiffl*tJtL/T#fc. 

IH-NMR (400MHz, CDCl 3, fippm) ; 7. 70 (2H, d, 

« 

J = 8. OHz) , 7. 7 2-7. 8 0 (4H. m) , 8. 16 (2H, d, J 
10 =8. OHz) ' 

ESI-MS Found:m/z 26 5. 0 [M-H]-. 
•SSig^sjiS 

2-^5";v-4' - (hU7;V':t-D^5";p) [1, 1' -tr7xx;i/] -4-;?j 
15 4- (h»J7;p:rapC6F;p) 7xx;ni?o>®&t^4-yp^-3-pc5^;i''^ 

m 

ESI-MS Found;m/z 2 7 9 [M-H] t- 
^3i«a|16 

20 3-7;i/^p-4' - (hU7;i^:to;>^5';i') [1, 1' -fc:7xx;w -4- 

4- (bU7;P:fn;*5';W 7xX;Pzl?D>ifRt^4-:/P^- 2 -7;i/^P 

25 ESI-MS Found rm/z 2 8 3 [M-H] - 
$«ii«a|l7 

4' - (p^5";i/;^;i'tcxjp) [i, i' -e7xx;w] -4-*>j}?>i? 

4 - :<7;i^7i?+ v 7 xx;i/ji^ p >mik'C^ 4 - p ^: 7 x x;u^ > 
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/wo 

ESI -MS Found :m/z 2 7 5 [M-H] - 

mmi 8 

t 

ESI -MS Found :m/z 2 0 0 [M+H] + 

ESI -MS Found :m/z 1 9 8 [M-H] - 

Ui^^SfflViTSii^i 4tisi#©glf^=&ff5c:ti;:a:0, ^^5^;!/ 4- (5- 
16 ESI -MS Found :m/z 2 1 4 [M+H] + 
■ $!i3g^J2 0 

. 4- (5-i7pp-2-tru>^<?w '^>i?>;!!j;i^4^>'i^ 

4- (7^h*v'5!7;i/zl^^;w) 7xz:;P3|^P>®j&iiJ2. s-s^^oDtruv'^ 

^ffiViTiSjii^yi 4tig«©ij|f^&ff-5c:t4ca;D> P^^^;!' 4- (5-i7p 
ESI -MS Found :m/z 2 3 4, 2 3 6 [M+H] + 

4- (5-^h4^>^-2-trO>';w ^>i?>;<7;1'jH>^ ' 

25 4- (p^ h=lr>'*;i'3K:=>;i/) 7x-;i/Jj^D>it2tt^2-:/P^-5-;<h=^^'> 
trUv'^SfflViXSlji^ail 4i:|^^oaif^?£ff'5C:.i:H«fcD. 4- 

ESI -MS Found : m/z 2 3 0 [M+H] + 
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miSf d 2 2 

ESI-MS Found :m/z . 2,48 CM-H] - 
iiii{^2 3 

4- [5- (.zP7)V:ta:*>h=¥'y) -2-tf'Ji?;P] 

■ 

10 '» If Ui?>$ffiV^TS!!3i«a|14t|g«l©ilf^&ff3e:<i:lcJ;D, ^Sik^tJ* 
ESI-MS Found:in/z 2 6 6 [M+H] + 

4- [5- (h'j7;i/4:Qp^5^;w -2-tru>';w ^>'^>tijv^>m 

15 4-*;p#+>'7x-Jl'X|?D>M&C^2-:^n*-5- (hU7;k:tapl5^ 

■ • 

• m 

IH-NMR (4 0 0MHz, DMSp-d6, 6ppm) : 8. 0 8<2H, 
^d, J = 8. OHz) , 8. 22-8. 3 7- (4H. m) , 9. 07 (IH, 

20, s) 

ES I -MS Found:m/z 268 [M+H] + 
ESI-MS Found :m/z 2 6 6 [M-H] - 

25 4-:^)VT^^->7x,:i)V7^u>Wt^U5-::fa^-2- (hU7;u^ap^5^ 

■ IH-NMR (40 0MHz, DMS0-d6, (5ppm) : 7. 93 (2H, 
d. J = 8. OHz). 8. 00 (IH, d. J = 8. OHz). 8. 06 (2 
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• « 

H, d, J = 8. OHz) , 8. 41 (IH. dd, J=8. 0, 2. OHz) . 
9. 1-3 (IH, s) 

ESI-MS Found:m/z 2 6 8 [M+H] + 
ESI -MS Found ;.m/z 2 6 6 [M-H] - 
6 Saii^2 6. 

4 - ( 6 - 7;p:tP - 3 - e U -JM ^>'i£>tl}V^^>m 

■ 

10 ESI-MS Found:m/z 2 1 8 [M+H] + 

« • 

mm27 

4- [5- (hU7JU:rD^5^A) -2-lf'J55?>] '<>-fef>*;i'3i?>if 
(1) N- [3- iz^:^^}V7^y) -2- ih^Jy}VtU:^^}V) 
. ^-'Jx>] -N-i?P^f';^7>^-'i7A^O^-f H (1. ig)&t;4-75 
16 i^y^>1fS. mWti& ( 1 . 0 g) (DXiry-mm (2 Om 1 ) iZTi^mitt h 

(6 0%, 4 0 0mg) ^MpL. 9 O^Mil^hrz. Ri^ 

* • 

u i&mymm'^z.t\z^^ 4- [5- (hg7;w:tP^f";w -2-t!>j" 

^>X75H (7 0 5mg) &@#iUT#fc. 
20 , (2) mU (1) T#fc<b-&tl (2 2 4mg) 2: 4 0 %5liJi?7K^^ (4ml) - 

» 

«fmLfcJSaSffiSlt/zlciftfe#'r'5J:tK:j;.D, ^m^t/. (2 0 5mg) & 

ESI-MS Found :m/z 2 6 9 [M+H] + 

25 ESI-MS Found ;m/z 2 6 7 [M-H] - 
S3ig^J2 8 

6- (4-7;i':ta7x-;W 

6 - ^ P P :i □ 5^ >i^S.Uf 4 - 7 P 7 X P >i5 TS!ji0!l 1 4 
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IH-NMR (400MH2, DMS0-d6. dppm) : 7. 30-7. 3 
7 (2H. m) , 8. 0 3 (IH, d. J = 8. OHz) . 8. 16-8. 2-2 
(2H, m) , 8. 26 (IH. d, J = 8. OHz). , 9. 6 7 (IH, s) 
ESI -MS Found :m/z 2 1 8 [M+H] + 

/*. 

/wo 

,10 ESI -MS Found :m/z 2 1 8 [M+H] + 

mtmso 

(1) 2-3-Kt:'JS^>&t/6-:/at-3-t!'J>^>3j?D>m2:IIViTi!{ig 
0!I14i:|^iKoaif^2;ff^Ct{Cj;O6' -:/Pt-2. 3' -i^\diJi^>^m 

16 fc. 

(2) mm (1) T#:tfb^i^ (3 3 0mg) , fm&O [1, 1* -bfX (i^ 
(0. 7ml) ^DMF~^^y-)m^mt& (DMP/p^^Z-JP: 5/lm 

.1) fcjpA, -mt^mmmmr. 8.o*CT.-g«jt«i'rsc:tfc.fct), 

20 ;i/-2, 3' -i^tf'JJ?>-6' -;^;P4?^i'U-h (leomg) c 

Omg) Safia{4EtUT#fc. 

ESI -MS Found :m/z 2 0 1 [M+H] + 

mmms i ' 
25 5-i^nD-2. 3' ->^ifu>?>-6' ■ 

. (1)2. 5->>i7nDt!U5?> (3 2 Omg) Rt;6-7;U:ta-3-t!Ui? 

>jKo>e (2 5 0mg) &fflViTS3g«ajl4tllim®ISIf^&fT"5J:tlc:J:0, 

5_^pp_6' _7;i^;fp_2, 3' ->^trU>'> (2 7 Omg) 
(2) irl2 (D T#rcll;^4fel (2 3 0mg) RZf7-VyX^)l^T>=e=.0Jxi^ 
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■ 

(2 3 0mg) SDMP^iK (2m 1 ) tCjDA, B OX^-^S^Sti^t^ 
Z.t\Z^\). 5-^DP-2, 3' ->^fcfU>?>-6-:)!7;Vfch'J;i' (8 7m 

g) 

♦ 

(3) ifIB (2) "r#fc'fb'&4» (8 7mg) &4 0 SgjiSSfeTK^ai (17ml) \Z 
5 ^«fb» 8 OX:-C--M:Wimt!&Z.t\Z^Qs SH^b'&f? (8 3mg) SSfea 

ESI-MS Foundrm/z 2 3 5> 2 3 7 [M+H] + 

5- (4-7;l/^D7x::i;W - 2 - t!7>?>;<7;i'JH>iJ 
10 (1) 2-7Sy-5-:/P.^t!7v'> (2. 7g) Rt;4-7;W:ta7xz:;i/ 
:J?o>iS (3. 4g) &fflViTUig««li4<i:(^fil0SlfP&fTPC:<»:{C<fcO, 2- 
7S/-5- (4-7;i/:tP7x:i;W tT^i^^ (2. 6 g) SSfiBfrtbT 

(2) MI3 (1) (2. 6g) MfWBm-iVO'^}]^ (2. 8m 

16 1) *:/Pt*;i/A»«t (,30ml) (cup^, 1 0 ot^-eitJ^-rsiittcjiO, 

2-:/o^:-5- (4-7;i/^P7x:i>) fcT^i^V (1. 8 g) 

. (3) mm (2) '^mcit'^m (i. sg) , '>7>'(b:fhU'i7A (o. 4g) 

RWy7>itm (0. 2g) SDMF^iS (30ml) tCjnA., 1 5 OXiT^i* 

•rsjitl::J;0, 5- (4-7;p:J-P7xn;W -2-tf7':?>;!!j;i'Jl?:::hU;i' 

■ 

20 (1. Og) 

(4) iriB (3) -r^nrdt^m (i. og) * 4 o %JS^7ic^McJnA, sot: 

-^mWt^CtiZ^Kty ^mit^<\i! (1. Og) SefiS*|:tbT#fc. 
ESI-MS Found :m/z 2 1 9 [M+H] + 

26 5-7x-;Hf'J5';?>-2-;!7;pJH>®S 

5 ->^Ptfc!'J 55^>- 2 ~;<7;pJi?>K&t^7x;i;i/sl^P>l6&^ViTS!3i«»l 

IH-NMR (4 0 OMHz, DMS0-d6, 6ppm) : 7. 44-7. 6 
2 (3H. ra), 7. 90 (2H. d. J = 8. 0Hz). 9. 28 (2H,. 



wo 200S/01692S PCT/JP2004yD1194S 

64 

s) . 

ESI -MS Found ;m/.z 2 0 1 [M+H] + 
ESI-MS Found:m/z 199 [M-H].- 
i!lii^3 4 

5 5- (4-7;i':tD7x-;i') - 2-\i^) S.i^>iJ)V^>Wt 

ESI-MS Found :m/z 2 1 9 [M+H] + 
10 ESI-MS Found :m/z 2 1 7 [M-H] - 

5- (6-7;p:tDtru>?>-.3— f;v) fcru5i?>-2-*;i/j}?>K 

■ 

5 - y P 1 1: U S >-■ 2-:fy)V:^ >WtRZS 6 - 7;i':i-D - 3 - tf U v'^Ji^ □ 

15 . tLxnit, 

ESI-MS Found :m/z 2 2 0 [M+H] + 

« 

N- (2-'ry>''Dt!;K5^\/ [1. 2-a] lfUS»-6— -4' - 

m 

20 (1) 2-'fy7'atf;P-6-z:ha'r5r5^y [1, 2-a] tf'Ji^>:^m:t 
■ (2 8 Omg) ©>l^'y-;i^M (2 0ml) ICI 0%/'^^>'»:7A-^^ (3 0 

bf;K S.^V [1, 2 - a ] t: U i?^:^*^©^^)?^^^/ ( 2 5 0 m g) Sfife. 
25 <2) Kriaa^^*^ (2 5 0mg) SrDMF (l Oinl) 4* - ih 

U7;w:rpp^f";p) . [i, i' -\fy.3.=.)V] -4-:^)VTi^>m (2 6omg) , 

HATU (3 8 omg) RtXi^-f y:^ptf;^xg^;^75> (O, 6m I) SrJnA., 
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/i~5o/i) T^mmt^zitiziir). ^mit^^ (isomg) ?£afiffl# 

a 

IH-NMR (400MHz, CDC 1 3. 6ppm) : 1. 3 6 (6H, d, 
5 J = 6. 8Hz) , 3. 03^3. 14 (IH, m) , 6. 94 (IH, d. J 
= 9. 6Hz) , 7. 35 (IH. s) , 7. 47 (IH, d, J = 9. 6H 
z) . 7. 6 6-7. 7 4 (6H. m) , 7. 97 (2H, d, J = 8. OH 
z) , 8. 0 3 (IH, br s) , 9. 2 0 (IH, s) 

mmm2 

10 4' -y)VtD-N- (2— rVT'DtrjKSyv^ [1. .2 -a] t!U>^>- 

6— f ;W [1 . 1 ' - t7xr:;W - 4 -j&^jj^+iJ-S b* 

2— i'vyDfc:ji/-6--hD< [1, id^jpymtmRx^ 

15 IH-NMR (4 0 0MHz, CDC 13, dppm) : 1. 3 7 (6H, d, 
J = 6. 8Hz) , 3. 0 5-3. ISdH, m), 6. 92 (IH, d, J 
= 9. 6Hz), 7.15 (2H, t, J = 8. 4Hz), 7. 35 (IH, 

• ♦ 

s) , 7. 49 (IH, d, J = 9. 6Hz) , 7. 5 5-7. 6 0 (2H, 
m) . 7. 6 5 (2H, d, J = 8. 4Hz)., 7. 8 5 (IH, br s) , 7. 
20 9 3 ( 2H, d, J = 8. OHz) , 9. 20 (IH, s) 

^mm 3 

N- (2, 3-i^p^5^;KS^y il, 2-a] t!U5^>- 6— I^JW -4' - 
{h^)y)V:^u^^)V) [1. 1' -t:7x-;H -4-;«7;Uj|?+1J-5 K 
2, 3->?p^.5";i'-6-:::hO'r^':yy [1. 2-a] t;Ui?>Rl^4' - 
25 ■ (hU7;i^^ap^5";i/) [l, l''-t!7xr:jl/] -4-*;i'il^>i^SfflUT^ 

• ■ 

IH-NMR (4 0 0 MHz, CDC 1 3, 5ppm) : 2. 4 3 (6H. s) . 
6. 93 (IH, d. J = 9. 6Hz) . 7. 46 (IH. d. J = 9. 6H 
z). 7. 66-7. 75 (6H, m), 7. 95 (IH, brs), 7. 98 
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(2H, d. .J = 8. 4Hz) , 8. 95 (IH, s) 

m 

N- (3-p^5";K5yV [1, 2-a] e'Ji?>- 6 —f -4' - (h'J 

yjvtu^^jv) [1, 1' -t:7x-;w] -4-;«jjpjj^^iJ-5 H 

5 3-^5^;i'-6-:ihP<S^^V^ [1, 2-a] lfU5?>Ri;f4' - (hU7 

* 

IH-NMR (4 0 OMHz, CDC I 3, dppm) : 2. 51. (3H, s) ; 
7. 00 (IH. dd. J = 9. 6. 1. 6Hz). 7. 41 (IH. s), 7. 
10 50 (IH, d, J = 9. 6Hz), 7. 70-7. 78 (6H, m). 8. 0 
1 (2H. d. J = 8. OHz) , 8. 3 8 (IH, br s) . 9. 0 5 (IH, 

s) . > 

N- (6, 7, 8, 9-T-h^t h*Ot!U h' [1. 2-a.] ^^X^ ^^V- 
16. ;i'-2— f;W -4' - (hU7JI/:tapi5'JP) [1, 1' -e7x-;i/] - 

f 

2-nbD-6, 7, 8, 9-5"h^tKPtfU K [1. 2-a] ^>X^ 
yV-Jl/2Sli;4* - (bU7;P:tPp^5^;W [1. 1' -lf7x:i;P] -4-* 

t 

20 wti^rmc. 

IH-^NMR (3 0 OMHz, DMS0-d6, appm) : 1. 80-2. 0 
0 (4H. m), 2. 65-2. 85 (4H, m), 7. 35-7. 55 (2H, 
m) , 7. 87 (2H, d, J = 8. 4Hz) , 7. 95 (2H, d, J = 8. 
4Hz) , 8. 0 1 (2H. d. J = 8. 4Hz) , 8. 14 (^H, d, J = 
25 8. 4Hz) , 8. 82 (IH,. s) , 10. 44 (iH. s) 

N- <2-'yi7a':ru\d)\^-3-^^)V^S.yV 11. 2-a] tfU$?>-6- 

* 

-iM -4' - (hU7;i/:tPp^5";i/) [1. 1* -B7x-;i/] -4-*;i/Ji^ 
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i 

4 NifiS&-»gsx5";PfiJ»i*in^iS£ETiS«rrs c: tick o , ^S^b^fe^efe 

IH-NMR (40 0MHz, DMSO-de, fi.ppm) : 1. 00-1. 0 

7 (2H, m), l. 12-1. 18 (2H. m), 2. 23-2. 33 (IH, 
m) . 2. 57 (3H, s) . 7. 8 3-7. 88 (3H, m) , 7. 94 (2 
H, d. J = 8. OHz) , 7. 98 (2H, d, J = 8.. OHz) , 8. 1 8 

10 (3H, d, J = 8. OHz), 9. 30 (IH, s), 11. 00 (IH, 

s) • 

* 

N- (2— >i7oyDtf;i'-3-^5";K5^\/ Cl. 2-a] t!U>?>-6- 

^)Vi -4- [5- (hg7;i':tpp^5";w -2-t;u>?;w <y%7^YWk 
15 m 

2-'>i7a::fDi;;p-3-/5^;p-6-:::hO'f SiS^y [1. 2-a] eu>?. 

20 feS{*:ttT#&. 

IH-NMR (400MHz, DMS0-d6, 6ppm) : 1. 00-1. 0 

8 (2H, m) , 1. 10-1. 18 (2H, m) , 2.. 2 2-2. 3 2 (IH, 
m) , 2. 56 (3H. s) , 7. 87 (IH. d. J = 9. 6Hz) , 8. 1 
9-8. 28 (3H, m) . 8. 3 2-8. 3 8 (4H, m) , ^. 08 (IH, 

25 s),9.30(lH, s),il.ll(lH, s) 

N- (2-5^^'D:/Pfc!;i/-3^p^5";P-r5^^V [1. 2-a] IfUi^^-e- 

• -4_ [6- (hij7;i/:tpp^^;i^) -3-bf'ji?;i/] ^yxrxYWk 

^^^^ 
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IH-NMR (40 0MHz, DMS0-d6. 5ppm) : 1. 00-1. 0 
8 (2H, m) , 1. 12^1. 18 (2H, m) , 2. 23-2. 34 (IH, 
m) . 2. 57 (3H. s) . 7. 8 6 (IH, d, J = 9. 6Hz) . 8. 0 
1-8. 07 (3H. m) . 8. 18-8. 24 (3H. m) . 8. 46 (IH, 
10 dd, J = 8. 0, 1. 6Hz) , 9. 18 (IH, s) , 9. 31 (IH, 
s) , 1 1. 0 5 (IH, s) 

N- (2-v'i^D:rPtr;V-3-p<5";K5iJ^y [1, 2-a] t!'J5^>-6- 
-4- (6->';i^:tP-3-k!>J>?;i') ^>X7^\^mtM. 

* 

15 2-v'^'D:/Pfc!;i'-3-p^5';i/-6--hP'rS^^y [1. 2-al.\d^Ji^ 

« 

20 IH-NMR (400MHz, DMS0-d6. <5ppm) : 1. 00-1. 0 
7 (2H, m) , 1. 12-1. 18 (2H, m) , 2. 2 3-2. 34 (IH, 
m) , 2, 5 7 (3H, s) , 7. 3 3 (IH, dd, J =^9. 6, 2. 4H 
z) 7. 86 '(IH, d, J = 9. 6Hz) , 7. 9 3 (2H, d, J = 8. 
8Hz) , 8. 14-8. 2 2 (3H, m) , 8. 3 5-8. 4 3 (IH, m) , 

25 8. 66 (IH. s). 9. 30 (IH, s), 11. 00 (IH, s) 

10.. 
4- (5-i/PP-2-tfUS^;0 -N- (2->'^'P:/Pt!;i^-3-pC5';K 

■ 

5^^/ [1. 2-a] tfU>'>-6-i';W^>X75 H 
2-i^i7n:/Pt:;i/-3-.>C5^;i/-6-:ihP-rS;$'y [1, 2-a] tfUe^ 
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■ ■ 

IH-NMR (30 0MHz, DMS0-d6v 5ppm) : 0. 88-0. 9 
0 (4H, m) , 2. 0 5-2. 0 6 (IH, m) , 2. 5 0 (3H, s) , 7. 
6 40 (2H. brs) , 8. 05-8. 15 (4H, m) , 8, 25 (IH, 

• J = 6. 6Hz) , 8. 75 (IH, s) , 8. 88 (IH, s) . 10. 42 

(IH, s) 

• . ^0>J11 

N- (2-'>;^0>^Ptf;i/-3-^5^;W5^^y [1. 2-a3 tfUi^^-6- 
10 -5- u-y)V^oy3^:z)V) -2-tr'J5v^>;^;i'3!?=^^if^ H^it 

>Rl^5- (4-7;p:tP7x:::;W -2-tfU$^^>*;^J|^>lfe«ffl^>T^^S 

15 

IH-NMR (40 0MHz, DMS0-d6, 5ppm) : 1. 00-1. 0 
7 (2H. m) . 1. 12-1. 18 (2H, m) , 2. 2 3-2. 34 (IH, 
m), 2. 57 (3H. s), 7. 40-7. 47 (2H, m) , 7. 8 6 (1 
H, d, J=?9. 6Hz) ,. 7. 9 7-8. 0 3 (2H, m) , 8. 3 1 (IH. 
20 dd. J = 9. 6, 2. OHz) , 9. 33 (IH, s) , 9. 37 (2H, 
s),11.44(lH, s) 
^i»Jl2 

N- (2-'>i^p:/Di;;i/-3-/9';K s^^y [1, 2-a] t:u>?>-6- 
;W - 5 - ( 3 - y)V:t P 7 x-;W ~ 2 - 1! u s 

26 2-i^^PyPt;jl/-3-pt5";i'-6-:nhP'r5y\/ [1, 2-a] t:'j>^ 
f- 
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* 

t ■ 

IH-NMR (400MHz, DMSO-d6, 6ppm) : 1. 00-1. 0 
7 (2H, m) . 1. 1 2-1. 1 8 (2H, m) , 2. 2 3-2. 34 (IH, 
m) , 2. 5 8 (3 H. s) . 7. 3 5-7. 4 1 (IH. m) , 7. 6 0-7. 
66 (IH, m) , 7. 80 (IH, d, J = 9. 6Hz) , 7. 85-7. 9 
5 0 (2H. m) , 8. 3 1 (IH, d d, J = 9, 6. 1. 6Hz) , 9. 3 3 
(IH. s) . 9' 42 (2H, s) . 11. 46 (IH. s> 

« 

mmM 1 3 

« 

N- (2-S/^P::/Ptr;|/-3-j>t5^;KS^^l/ [1, 2-a] t!U>^>-6- 
-5- (4-7;P:i-p7x-;W -2-if7-J>:fj)V7j^'¥D-S.\imStM 
10 2-v'j^DyDlf;U-3-pt5";l/-6-:ihP-f 5i5^\/ [I, 2-a] IfUi^ 

IH-NMR (400MHz. DMSO-d6, 6ppm) : 1. 00-1. 0 
16 7 (2H, m) . 1. 12-1. 18 (2H, m) , 2. 2 3-2. 3 4 (IH, 
m) , 2. 57 (3H, s) , 7. 41 (IH, d, J=8. 8Hz) , 7. 4 
3 (IH. d. J = 8. 8Hz) , 7. 85 (IH, d. J = 9. 6Hz) , 8. 
.30-8. 38 (3H. m). 9. 31 (IH, s). 9. 33 (IH. s), 
9. 3 7 (IH. s) , 11. 3 8 (IH. s) 

N- (2-i/^pypH;i/-3-;?<5';K5^l/ [1. 2-a] tf'Jy>-6- 

-iM -5- (4-7;P:fP7x-;i/) r-2-E^jv>:f3)V^=^ijr^\imm^ 
2-'>^'p::^Ph!;i/-3-pt5^j|^-6-nhP-f5a^y [1, 2-ai tfU-;^ 

IH-NMR (400MHz, DMS0-d6, Cppm) : 1. 00-1. 0 
7 (2H, m) , 1. 1 2- 1. 1 8 (2H. m) . 2. 2 3-2. 3 4 (IH, 
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m) , 2. 57 (3H. s) , 7. 37 (IH. d, J = 8. 8Hz) . 7. 4 
0 (IH, d, J=8. 8Hz) , 7. 84-7. 94 (3H, m) . 8. 23 
(IH, d. J = 8. 4Hz) , 8. 36 (2H. dd, J = 8, 0. 2. OH 
z) , 9. 0 3 (IH. s) , 9. 3 5 (IH, s) , 1 1. 3 6 (IH, s) 

5 mmmib 

N- (2-'>^07'Ptf;i'-3-p^5";K5yy [1, 2-a] t:>Jv^>'-6r- 

■ 

« 

2- ->i:7D:/Dt!;i/-3-p^^;i'-6--bo<5^\/ [1, 2-a] bfUi^ 

IH-NMR .(400MHz, DMSO-d6, 6ppm) : 1. 00-1. 0 
7 (2H. m) , 1. 12-1. 18 (2H, m) . 2. 2 3-2. 34 (IH, 
m) , 2. 56 (3H, s) , 7. .3 4 (IH, d, J = 8. 8Hz) , 7. 3 
15 6 (IH. d. J = 8. 8Hz) , 7. 87.(1H, d, J = 9. 6Hz) , 8. 
16 (IH. d, J = 8. 4Hz) , 8. 20-8. 2 8 (3H, m) , 8. 5 

* 

3 (IH. dd. J = 8. 4, 2. OHz) . 9. 27 (IH. d, J = 2. p 
Hz), 9. 29 (IH, s), 11. 2 5 (IH. s) 

I 

20 N- (3-/5^;P-2-xh5tHP-3-75n;K5^^y [1, 2-a] If 

'jv?>-6-'f;i') -4- [5- (hU7;i'^o;<5";w -2-t!u>?;w ^> 

3- >i5';W-6-:ihP-2-rf h7 t h*P-3-77.-;K$^y [1. 

2-a] fcr'j$^>Rz/4- [5- (h^jy)Vtu}^^)V) -2-eui?;i'] ^> 

■ 

IH-NMR (4 00 MHz, CDC13. .6 ppm) : 2. 3 0-2. 41 
(2H, m) . 2. 48 (3H. s) . 3. 58-3. 66 (IH. m) . 3: 
90 (IH. t. J = 8. OHz) . 3. 98 (IH, Q, J = 8. OHz) . 

V 

• • • 
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4. 1 0-4. 1 9 (2H. m) . 6. 9 7 (IH, dd, J = 9. 6, 2. 0 
Hz) , 7. 54 (IH, d, J = 9. 6Hz) , 7. .9 0 (IH, d, J = 8. 
OHz) , 7. 95 (IH. brs) , 8. 02 (3H. d, J = 8. OHz) , 

8. 18 (2H, d, J = 8. OHz), 8. 96 (IH, brs), 9. 00. 
5 (IH. s) 

N- (2— >i7pyptr;i/-3-p^5";K5^^7 [1, 2-a] t:Uv>-6- 

-iM -4- (2-trui?;w ^>X7S.]^mtM 

2-'yi;n:fu}^)V-3-:^^)V-6-=^\>U'i5.^V [1. 2-a] tfUS^ 

m 

IH-NMR (4 0 0MHz. DMS0-d6. Sppm) : 1. 0 3-1. 1 
15 7 (4H, m) , 2. 2 2-2. 3 0 (IH, m) , 2. 5 6 (3.H, s) . 7. 
61 (IH, t. J = 6. OHz). 7. 86.(.1H. dd, J = 9. 6, 0. 
8Hz), 8. 14-8. 30 (7H, m) , 8. 7 7 (IH. d. J = 5. 2 
Hz),9.31(lH, s),11.16(lH, s) 

^Jfi#8 18 

20 N- (2-'>i^D:/pe;i'-3-^^;K5a'y [1. 2-a] }df)P>-6- 
-iM -3- [4- (.V^}-7}V^u^^}V) 7x::i;H :/pA>75H 

■ 2-'>i7p:/pt:;i'-3-p^^;p-6-:ihp-i's^^\/ [1. 2-a] 
>ms^z- [4- (hU7Jv:tpp^5';w 7x-m :rpbf;t>fii&fflv^'c*iis 

25 IH-NMR (4 0 OMHz. CDC13, fippm) : 0.9 3-1. 00 
(4H, m) , 1.. 9 2-2. 0 0 (IH. m) . 2. 4 7 (3H, s) , 2. 
75 (2H. t. J = 7. 2Hz) , 3. 13 (2H, t, J = 7. 2Hz) , 
6. 65 (1 H. dd. J=9. 6, 2. 4Hz). 7. 25 (IH, d, J = 

9. 6Hz) , 7. 31 (2H. d, J = 8. OHz) . 7. 5 1 (2.H, d. 
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• « 

J = 8. OHz) , 7. 83 (IH, brs), 8. 77 (IH, s) 

N- (2-'>i7n::/Pt:;P-3-;C5^;K^^V^ [1. 2-a] tJUi^^-e- 
-iM -3- [6- (hU7;U:to>cg^;i/) -3-tfUi^;P] yDA>75H 

5 2->'^o:/Dtf;p-3-pC5';u-6--hp-f5^'V [1, 2-a] tfue^ 

■ IH-NMR (400MHz, CDC I 3, appm) :. 0. 93-0. 98 
(4H. m) , 1. 9 4-2. 0 0 (IH, m) , 2. 4 7 (3H, s) , 2. 
10 7 5 (2H, t, J = 7. 2Hz) , 3. 15 (2H, t, J = 7. 2Hz) , 
6. 68. (IH, ddi J = 9. 6, 2. OHz), 7. 21 (IH, d, J = 

« 

9. 6Hz) , 7. 57 (IH, d, J = 8. OHz) , 7. 72 (IH, dd, 
J=^8. 0. 1. 6Hz) , 8. 37 (IH, brs) , 8. 57 (IH, s) , 
8. 7 9 (IH, s) * 

16 ^M2 0 

N- (2-'>^D7'Ptf;P'-3-^5";K5^'l/.[l, 2-a] t!U3^>-6- 

m • 

-iJV) -4- [5- (i^yjv^u^h^i^) -2-fc;'j>?;W ^>X7S.\i 

2-$/^DyDe;p-3-pt5^;i/-6--hp-f 5^^/ [1, 2-a] trui^ 

IH-NMR (400MHz, DMSO-d6, fippm) : 0. 87-0. 9, 
1 (4H, m) , 2. 05-2. 08 (IH, m) . 2. 50 (3H, s) . 7. 

V 

3 9 (IH, d, J = 7 3. OHz) , 7. 3 9-7. 4 4 (2H, m) , 7. 

« 

26 8 0 (IH, dd, J = 8. 4, 2. 6Hz) , 8. . 10 (2H, d, J = 8. 
IHz), 8. .17. (IH, d, J=8. 0Hz), 8. 23 (2H. d. J = 
8. 4Hz) , 8. 61 (IH. d. J = 2. 9Hz) , 8. 89 (IH, s) . 

10. 41(1 H. s) 
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5_^pp_N- (2-'>^D:/Ptf;i.-3-;?^5^;K5^V [1. 2-a] t! 
2-xi^.oypi:;>-3-p^5^;i/-6--ha-f [1, 2-a] tf'Jv' 

IH-NMR (400MHz, DMS0-d6. d p pm) : 0. 87-0. 9 
.1 (4H, m) , 2. 0 3-2. 10 (IH, m) , 2. 5 0 (3H, s) . 7. 
42 (IH. d, J = 9. 9Hz) , 7. 64 (IH. d. J = 9. 5Hz) * 
8. 12-8. 16 (IH, m) . 8. 23-8. 2.8 (2H, m) , 8. 6 
10 9-8. .7 2 (2H, m) . 8. 81 (IH. dd. J = 2. 5, 1. 8Hz)., 
9.0 0 (IH, s) , 9. 3 9 (l.H. d, J = l. lHz)> 10. 90 
(IH, s) 

N- (2-$/i7pyptf;|/-3-;;^5";K^^l/ [1, 2-a] k:'Ji?>-6- 
2->'^P:/Plf;i'-3-;*5^;p-6--hP-f 5:5^V^ [1. 2-a] liUS^ 

■ 

>Wl- (4-7;i^:tP7x::i;W -4-t:^U>?>*;p5J^>'if£fflViT^JS 

IH-NMR (3 0 0MHz, DMSO-d 6-, 6ppm) : 0. 75-0. 9 
20 5 (.4H. m) 1. 6 5-2. 0.0 (4H, m) , 2. 0 0-2. 15 (IH, 
m) , 2. 45-2. 6 0 (2H. m) . 2. 6 0-2. 8 0 (2H, m) , 3. 
60-3. 8 5 (2H, m) , 6. 90-7. 15 (5H, m) , 7. 35-7. 
45 (IH, m) , 8. 82 (IH, s) , 10. 01 (IH, s) 

■ w 

mmm2 3 

25 N- (2-'>^pyPhr;P-3-p<5^;K5^^/ [1, 2-a] t:'j>?>-6- 

-4- C6-. (i^yJV^tu^'^JV) -3-tfU>';W ^>X75H 

2-$/^p:/Pt!;i'-3-pt9';i/-6-:ihp<5^y [i, 2-a]-fcru$? 

ffi^iXlllifi^yi ^l^«l®$lfp&^f M^I:^<Kl&e6il#tbX# 
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IH-NMR (4 0 OMHz, DMS0-d6, 6ppm) : 0. 87 (4H, 

m) . 2. 04 (IH, m) , 2. 47 (3H, s) . 7. 04 (IH, t, J 

= 5 4. 9Hz) . 7. 41 (2H, m) . 7. 8 3 (IH, d, J = 8. IH 

5. z) . 7. 94 (2H, d. J=8. 3Hz), 8. 14 (2H, d. J=t8. 

« 

3Hz) . 8. 38 (IH, d, J = 8. IHz) . 8. 91 (IH, s) , 9. 
10 (IH, s) , ICi. 44 (IH, s) 

N- (2-i/i7DyDtr;i/-3-p^5";KajS^7 [1. 2-'a] t!Uv>-6- 
10 -3-7;p:tO-4' - (h'J7;p:e-D->^^;i/) [1, 1' -lf7x- 

2->'i^P:/Ptf;W-3-p^5";i/-6--ho^5^V'' [1, 2-a] t!US^ 
>RXJ^3-y}V^U-4' - ih^)yJV:^U^^)V) [1. 1* -k*7xn 

* * 

IH-NMR (3 0 OMHz, DMSO-d 6. d ppm) : 0. 8 5-0. 9 
5 (4H, m) 2. 0 0-2. 15 (IH, m) , 2. 48 (3H, s) , 7. 
25 (IH. d, J = 9. 6Hz) . 7. 43 (IH, d. J = 9. 6Hz) , 
7. 76 (IH, d, J = 7. 8Hz.), 7. 83 (IH; d, J = 7. 8H 

■ 

20 z) , 7. 86 (IH, s) , 7. 88 (2H. d, J =. 8. 4Hz) . 8. 
03 (2H, d, J = 8. 4Hz) . 8. 91 (IH, s) , 10. 58 (IH, 
s) 

. MMM 2 5 

N- (2-'>^Dypt!;U-3-;^5^;K5yy [1, 2-a] fc:U>?>-6- 
25 -(M -4' - i^^JV7.JV7is=:)V) LI, r -H7x:i;i/] -4-:^;UjJ^=¥ 

its H . 

2-i^i7U'/n\i)V-S-^^)V-6-:zhu^5.^V [1. 2-a] tfUv? 
>Rt;4' - i^=^)V7.)Vt^:=.M [1, 1' -t:7x:::;ir] -4-:f3}Vil^>Wt 
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IH-NMR (400MHz. CDCI S. (5ppm) : 0. 95-1. 06 
(4H. m) . 1. 9 5-2. 0 3 (IH. m) , 2. 52 (3H. s) , 3. 

* ■ 

10 (3H. s) , 6. 99 (IH. dd. J = 9. 6. 2. OHz) , 7. 4 
5 5 (IH, d. J = 9. 6Hz) , 7. 68 (2H, d, J = 8. OHz) , 7. 
78 (2H. d, J = 8. OHz) . 8. 02 (4H, dd, J = 8. 4. 2. 
OHz) , 8. 18 (IH, s) , 8. 96 (IH, s) 

4- (6-iraD-3-tfU^5^-;W) -N- (2->'^P/Dlf;U-3-p^?^ 

10 ;K5^\/.[i, 2-a] t;u-;^>-6-'r;i/) A>X75H 

2-'>i7PyDt;;P-3->^5^;i/-6-nbD'f5^y [1, 2-a] t:«Ji? 

♦ 

>mS4- (6-i?DP-3-trU^>^:::;V) ^>if>*;i'#>mSfflViTllJfi 

* 

IH-NMR (4 0 OMHz, CDC 1 3, d ppm) : 0. 9 8 (4H, m) , 
15 1. 97 (IH, m) , 2. 50 (3H, s) , 7. 22 (IH. d. J = 9. 
5Hz). 7. 3 9 (lH. d, J = 9. 5Hz). 7. 68 (IH. dJ = 9. 
OHz) , 7. 9 5 (IH. d,. J = 9. OHz) .8.12 (4H. m) . 8, 
9 6 (IH. s) 

20 N- (2-*>i^P:/Pt!;P-3-p^5^;K5yv/.[l. 2-a] }d^)i^>-6- 

-iM -2, 3' -i?h!Ui^>-6* -*;^5l^=^^•t^s h* 

2->'i^P:/Ptf;P-3-pC5^;|/-6--hP'1'§^V^ [1, 2-a] tfU>^ 

• ■ • 

25 IH-NMR (4 0 OMHz. DMSO-d6, 6ppm) :0. 85-0. 9 
3 (4H. m) , 2^ 0 3-2.10 (IH, m) , 2. 4 8 (3H, s) . 7. 
41 (IH, d. J = 9. 5Hz) , 7. 48 (IH. dd. J = 7. 7. 4. 
8Hz), 7. 63 (IH, dd. J = 9. 5. 1..8Hz). 8. 00 (IH. 
dd, J = 8. 0, 1. 8Hz) , 8. 18 (IH, d, J = 7. 7Hz). 8. 
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• < * • 

26 (IH, d. J.= 8. IHz) , 8. 70 (IH. dd. J = 8. 4, 2. 

2Hz) . 8. 76 (IH. ddd, J = 4. 7, 0. 7, 0. 7Hz) ,9. 

00 (IH, s) . 9. 40 (IH, d, J = 2. 2Hz) , 10. 88 (IH, 
s) ■ 

5 mmm 2 8 

• N- (2->'^o7'Ptr;i'-3-p^?;K$yv [1. 2-a] t:u>^>-6- 

-4- (IH-fcfP- i-u;0 '^>X75 H . 
2-':^i^D7Dt:;|/-3-^5^;p-6--hO'f5^y[l, 2-a] tfUi^ 

IH-NMR (400MHz, DMS0-d6, 6ppm) : 0. 98 (2H, 
m) , 1. 13 (2H, m) , 2. 2 6 (IH, m) . 2. 5 7 (3H, s) , 
6. 34(2H, s). 7. 55(2H, s),7. 83(2H, dJ = 8. 7 

Hz) , 7'. 8 4 (IH, m) , 8. 0 3 (IH, m) , 8. 1 2 (2H, d, 
15 J = 8.7Hz),9.24(lH, s),10.74(lH, s) 

N- (2->'i^oyob!;W-3-^5';KayV [1. 2-a] \^^)P>-e- 

1 

-f;W -4- (5 -p<h=t^>'- 2- tfUi?;W ^>X75H 

2-'>i7P:^Dtr;i/-3-^9^;w-6--hP-<$^^y [1, 2-a] liUv' 

« ■ 

IH-NMR (400MHz, DMSO-d6, 6ppm) : 0. 87-0. 9 

1 (4H, m) , 2. 05-2. 09 (IH, m) , 2. 50 (3H. s) , 3. 
. 9 0 (3H. s) , 7. 4 2 (2H. s) , 7. 5 3 (IH, dd. J = 8. 8, 

25 2. 9Hz) , 8. .0 6 (2H. d, J = 8. 8Hz) , 8. 09 (,2H, d, 
J = 8. 4Hz) . 8. 21 (2H, d, J = 8. 4Hz) , 8. 44 (IH, 
d,.J = 3. 9Hz) , 8. 91 (IH, s) , 10. 38 (IH, s) 

m 

N- (2-i/^P:;'Pt!;i'-3-7^5";K5:J^V [1. 2-a] tfg':^>-.6- 
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2-'>i'oynfc!;|.-3-^9";i/-6--hD^5^\/ [1. 2-a] tfUS^ 

m 

5 IH-NMR (400MHz, DMS0-d6, 6ppm) : 0. 8 8 (4H, 
m) , 2. 0 6 (IH. m) , 2. 3 7 (3H, s) , 2. 48 (3H. s) , 
7. 42 (2H, m) . 7. 78 (IH, d, J = 8. 2Hz) . 8. 00 (1 
H, d, J = 8. 2Hz) , 8. 10 (2H, d, J = 8. 4Hz) . 8. 24 
(2H, d. J = 8. 4Hz) , 8. 56 (IH, s) , 8. 90 (IH, s) . 
10 10. 39 (IH, s) 

* • 

N- [2- (l-kHP+'>-l-p^5";VX5^;W -i^i^V [1. 2-a] t!U 
i^>-6-^)V] -4' - ihV7JV:tU:f,^M [1, 1' -E7x;i;P] - 

4-:)t7;kJ|^=^^-y-5 • 
16 (1) x5^;i/ 6--bP<5^^\/ [1, 2-a] ^^u>'>-2-*;^4?+-> 

V/-h (6 0 0mg) WA' - {h^)y.}^tO;f^^)V) [1, 1' -t7xX 

-4-;i!7;i'X)^>is (7 0 0mg) ^m^xMMM 1 tnmomi^^n^ ^ t 
(c:,ki3, x5=-;P 6- ( { [4' - (^U7;^5^D;>^^;^) [i. i' -e^x 

.-4-<;i/] ;!7;1^jHx;W} 75/) -f5j5^V^ [l. 2-a] IfUv'^- 
20 2-*;i/5j?=^i/|/'~h (3 6 Omg) LT^Ifc. 

(2) bSIB (1) Hmtcit^m (14 0mg) ©THFW (15ml) \Z^^ 

25 S>'U*y;P:^7Ai7PThi^77'f- (^OP7|s;PA/;>^^/-;i'=9 0/1 
-5 0/1) Tiltgl-r'5ilt{CJ;.0, SS<b'&'Kl (3 Omg) ^^BMii^tVX 

IH-NMR (400MHz, DMS0-d6, 6ppm) : 1. 48 (6H, 
s) . 4. 98 (IH, s) , 7. 38 (IH, dd, J = 9. 6, 2. OH 
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z) , 7. 47 (IH. d, J = 9. 6Hz) , 7. 81 (IH. s) , 7. 8 
4 (2H,. d, J = 8. OHz) . 7. 92 (2H. d, J = 8. OHz) , 7. 
98 (2H, d, J = 8. OHz) , 8. 10 (2H, d. J = 8. OHz) , 
9. 24 (IH, s) , 10. 38 (IH. brs) 

N- [2~ (l-\i\^a^'y-l-^^)VJi^)V) [1, 
2 -a] i:fJ'i^>-&-^)V] -4- [5- (hU 7;i^;tP^5^;W -2-fcru 

3-p^5";i/-6-::ihD'f5:5^y [1. 2-a] t!U>^>-2-:^j;U 
10 Jj^^^v'k- K&t;4 - [ 5 - ( h U 7;i/:t P>5^JW - 2 - tTU S^JV] > 

IH-NMR (4 0 OMHz. DMSO-d 6, 6ppm) :1. 5 2 .(6H. 

s) . 2. .5 9 (3H, s) . 4. 9 9 (IH, s) , 7. 4 1 (IH. dd, 
15 J = 9. 6, 2. OHz) , 7.50 (IH. d, J = 9. 6Hz) , 8. 14 
(2H. d,. J = 8. GHz) , 8. 3 0-8. 3 7 (4H, m) , 8. 9 1 
(IH, s) , 9. 08 (IH, s) . 10. 46 (IH. s) 

^Jfi0y3 3 

4- (5-i^DD-2-tfU>'J0^-N- [2- (1 -fc HP^'>- 1 -P^^'Jl' 
20 -3^^5^;K5yi/ [1, 2-a] t!>Ji?>- 6 --^JW] ^>X7S. 

H 

^^-yu-hRU- (5-i^PD-2-t;u>^;w ^>'^>:fj}V7i^>m^m^^x. 

25 IH-NMR (400MHz. DMS0^d6. 5ppm) : 1. 52 (6H, 
s) . 2. 59 (3H. s) , 4. 99 (IH, s) , 7. 42 (IH, dd, 
J = 9. 5, 1. 8Hz)> 7. 50 (IH. d, J = 9. 5Hz), 8. 0 

5- 8. 1 6 (4H. m)., 8. 25 (2H. d, J = 8. 4Hz) . 8. 7 5 
(IH. d, J = 2. 2Hz) . 8. 9 1 (IH. s) , 10. 43 ( 1 H. 
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■ 

* 

s) 

N- [2- (hHD^j//?^;!/) -S-p^^'JK^^l/ [1. 2-a] eUi^ 
>-6-^M -4' - (h>J7Jl/:fop^f-;i/) [1, 1- -t7x-;U - 

(1) p^f;i/ 3-p^5^Jl/-6-z:hD<syy [1, .2-a] tfUi?>-2- 

3-pC5^;i/-6- ( { [4' - (hU7;i':i-a^g^;i/) [i. i' -H7x- 

10 JV] -4-^JV1 tl)V^=.)V} 7$y) -f [1, 2-a] t!Ui?>-2- 

(2) dl) -Cm^tlltit^m (6 9 8mg) STHF^ffi (14 0ml) \zm 
Mh, 5K?pT, zK^fbU5'':/AT;Pi-.':7A (5 8. 4mg) SJP^, 3 0^)-^ 
fij^tfe. ^f&lwZK^^b'J^l>A7;P^-'>A (5 8. 4mg) &Jfl^l5^)-r^ 

.15 JSJ^Lfc. 4 NTKIfe^b:^ h U ATKi^SS ( 5 0 0 1 ) SHOTLfc^, tK^JD^, 

/1~5 0/1) TJfS^-r-SJltfcJ;!?* SSifc^t^ (4 8 4mg) ifeSfeii^ 

20 IH-NMR (40 0MHz, DMSO-d6, dppm) : 2. 47 (3H, 
s) , 4. 57 (2H, d, J = 5. 9Hz) , 4. 97 (1H, t, J = 5. 
9Hz) , 7. 45 (IH, dd, J = 9..5, 1. 5Hz) , 7. 5 1 (IH, 
d, J = 9. 5Hz) > 7. 85 (2H, d, J = 8. 4Hz) , 7. 93 (2 
. H, d, J = 8. IHz) , 7. 99 (2H, d, J = 8. IHz) . 8. 1.2 

25 (2H, d, J=^8. IHz) , 8. 96 (IH, s) , 10. 44 (IH, 
s) 

mnms 5 

N- (2, 3-i?^^)V^^^V [1. 2-a] \^VP>-&-^M -N-;?^ 

f')v-4' - (hU7;w;tP;i5";w [1, 1' -tr7x^;p] -4-;^;pjJ^^ 



wo 2005A)16928 PCT/JP2004/01194S 

81 

• ■ 

mMM3rmcit^m (esmg) *dmf^« ciomo izmmVs ^acj^ 

T, Ti^^itthv^A (6o%tii^. lomg) ^^so^rmwvtco 

;i/A/j>^^V-;P=9 0/l) TiSlilU SM^b^4& (12mg) i^e^H^l^t 

IH-NMR (40 OMHz, CDC 1 3, 6 p pm) : 2. 2 3 (3H, s) , 
10 2. 3 7;(3H, s) , 3. 52 (3H, s) , 7. 02 (IH. dd, J = 9. 
.6, 2. OHz) , 7. 40-7. 50 (6H, m) , 7. 57 (2H, d, J 
= 8. OHz) , 7. 63 (2H, d, J = 8. OHz) 

N- .[2->'i7Pypt:;i^-3- (1::Hp=^^'>^3^;I/) -fS^*/ [l, 2-a] 

15 t!'j>?>-6-'f;i'] -4* - (hU7;i/3rp>5^;v). [i, i* -tf7x:i 
;p] -4-*;W3j?^-y-5 K 

1) 2->';^P:/Ptr;W-6--hD'ri^^\/ [1. 2-a] t!Ui^>^li& 
1^4' - (hU7;P:tPp^5";P) [1. 1' -■e7x;::;k] - 4 -*;i/jJ^>iS2: 

20 Sr5^v[i, 2-a] eu -:^>- 6 -<;i/) -4' - ( h u 7;i/:t-pp^5";P) 

* * • « 

1H~NMR (4 00MHz, CDC13, 5 ppm) : 0. 9 2-1. 0 2 
(4H, m) , 2. 0 0-2. 0 8 (IH, m) , 6. 9 1 (IH, dd, J = 
9. 6. 2. OHz) , 7. 37 (IH, s) , 7. 44 (IH. d, J=^9. 
25 6Hz) , 7. 6 8-7. 7 3 (6H, m) . 7. 90 (IH, brs) , 7. 
96 (2H, d, J.= 8. OHz) , 9. 18 (IH, s) 

2) 1) X^lt^t'^m (8 4mg) ©THFj!8«tt (1ml) \Zs Sf^^^hUC? 
A (1 32mg) > WW. (60;i 1) m^-^)V^^)> (5 00/t 1) ^JP^. ^ 

. M-eo^F^wi^fc. Ri&«t{C7lc?&lD^> @t^x^;p-ci4fflb, w^^&fi^^ 
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«m$^T^^> mt3L^)V'vm^itt^^t\zj^i)mmit^^ (3 2in 
g) ti^mi^thxmito 

IH-NMR (400MHz, DMS0-d6, fippm) : 0. 89-0. 9 
6 2 (4H, m) , 2. 10-2. 11 (IH. m) . 4. 8 4 (2H, d, J = 
5. IHz) , 5. 15 (IH. t. J = 5. IHz) , 7. 41-7. 48 
(2H. m) , 7. 8 5 (2H, d, J=8. 8Hz) . 7. 9 2 (2H, d. 

« • 

J = 8. 4Hz) , 7. 9 9 (2H. d, J = 8. 4Hz) , 8-. 11 (2H, 
d» J = 8. 4Hz) . 9. 13 (IH, s) , 10. 4 2 (IH, s) 
10 ««S|3 7 

4- (5-^PO-2-lfU>';P) -N- [2-z/i;u-:/n}dJV-3- (kHP 

-fsyy [1. 2-a] t;U':?>-6— f;w ^>X75H 

« ■ 

2->'^D:/DH;p-6--hD-f5^y [1, 2-a] ^i'J':?>&c^4- 
16 f^Sff5;itlCJ;D, 4- (5-i7PD-2-fcfU>?;W -N- (2->'i'P:/ 

pejws^v^ [1, 2-a] t:ui^>-6-'f;i?) ^>X75 Hsaea^i: 

IH-NMR (4.00MHz, DMSO-d&, tfppm) ; 0. 8 9-0. 9 
20 2 (4H, m) , 2. 09-2. 13 (IH, m) , 4. 84 (2H, d, J = 
4. 8Hz) 5. 15 (IH. t, J = 4. 8Hz) , 7. 41-7. 49 (2 
H, m) > 8. 0 5-8. 1 5 (4H. m) , 8. 2 5 (2H, d, J = S. 4 
Hz) , 8. 75 (IH, dd, J = 2. 6, 0. 7Hz)., 9. 12 (IH. 
s) . 10. 43 (IH, s) 
25 MMMS 8 ' 

y [1. 2-a] \i^)-J>-%-^)V) -4' - (hU'7;U*PP^^JW [1. 
1* -t:7x-A] -4-:^;i/j)^+lJ-$ H 

(1) ^^^^v^-fbU^ (112;il) ^DMF« (5ml) 8 O'CT 
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zmmm^vft. tsa^v. ^jaT. m^m3 4'mrcN- [2- (tHP^i/^ 
_3_p^5i;^^5^./ [1. 2-a] fcfU5^>-6-'r;n -4' - ih 

U7;W^P;^5";W [1. 1' -b:7x-;W -4-:^jPjK+1fSH (1 7 0in 
g) *JD^, 8 0 IDT 1 ltKJS#^l/fc. S^S^Kt-^^K^'^ h U e^AzK^^K&DD 

* 

■ 

LI. 2-a] -4' - (bU7;i/:f 

0;^9^;W [1. 1' -H7x-;H -4-*JpJj?*-y-S H (1 1 9ing) S# 
. fc. (2) wad) -e#fc^fc-ei4^ (2 4mg) BLtK2-fcrPU H> (7 7itt 

■ 

10 1) ©DMF^^ (2. 0ml.) tC, 7K^^I:-:M- >J A (6 0%W,. 4 0m 

■ 

1~3 0/1) -J2^m'^^t\ZiiKi, ^ib^4Sl (6mg) SafeS^ttT 

15 

IH-NMR (4 0 OMHz, CDC 1 3. •« ppm) : 1. 9 3-2. 0 2 
. (2H, m) . 2. 38 (2H. t. J = 8. GHz) . 2. 49 (3H. s) , 
3, 46 (2H, t,.J = 7. 0Hz) . 4. 60 (2H, s) , 7. 0 3 (1 
H, dd. J = 9. 5, 1. 8Hz) , 7. 46 (IH, d, J = 9. 2Hz) , 
20 7. 7 0-7. 7 3 (6H, m) . 8. 02 (2H. d. J = 8. IHz) , 8. 
3 0 ( 1 H, b r s ) . 8 . 9 6 (1 H, s ) 
^Jl«aj3 9.; 

N- (2- { [7W;i' -3-p^^Jl'-<^^V^ [1. 

2-a] tfU>?>-6-'f;W -4' - <.h^}y)V'^u:^^)\d [1. 1' -t^ 

25 7x-;i/] -4-;<7;WJi^=^^-y-5 h* 

3 4 T#feik;^'fe (3 9mg) 0THF-DMFS^^»c (3ml ; 
1 : lagJt) tc, 5!KJ^T h U X5^;W7 5 > (1 9 3ii 1) ^J^^*- 
)Vi;uv^\^ (5 3mg) |5|MT3I^Mj^l/fc.. 2M;?^5^;i/ 

7 5 ^O;;^ / -JV^i^t (5ml) &JD;i, $ StC m^^fi^l^fc. MffiTJi^l 
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* 

m» Si6&THF-^Pa*;i/AS^^«? (5ral) \Z^mV. V^JXfJVTS, 
> (4 0 0 /i 1) , J^'^JV^^y-i H (5 Omg) ^JP^. MMX-Mi^&W 

5 /-;i,= 9 0/1-3 0/1) T?*ti4fSe:i:»c:J:D, ^lb^4^ (2mg) <£ 

IH-NMR (3 0 OMHz, CDC 1 3, <? ppm) : 1. 9 8 (2H. s) , 
2. 12 (IH. s) . 2. 3 5 (IH, s) , 2. 5 4 (2H, s) . 2. 9 
5 (IH. s) , 3. 12 (2H, s) . 4. 64 (2/3H, s) , 4. 74 
10 (4/3H, s) , 7. 0 0 (IH, m) , 7. 5 5 (IH, m) . 7. 7 5 
(5H, m) , 8. 0.4 (3H. m) , 8. 9 9 (IH, m) 
^^J4 0 

N- {2- [ {i>^^)V7^J) .^'f-M -3-/'^)V-(S.yV [1. 2 -a] 
}i^)i^>-6-'i}V} -4' - ihVy)V:tO;^^)V) [1. I'-tT^x^i 

15 ;w -4-;i!7;i^3j^+-y-5»U7>;a-pfi^K«i. 

^mns 4'Vmc^t^% (2 l Omg) ©XHF-DMF^i'&^iK (5m 1 ; 
1 : ia*Jt) IC. 3!lc?^ThUx^;l/75 > (1. 0ml) m^^^>7.)V^=. 
;i/^P7-rK (2 9 Omg) (^MTll^Ka^Lfc. J^CViT, 2M5^;< 

^;P75>®THF^i0t (5ml) &Jni;5L» ;Se>fcii^W«#Ufc. MffiTiSftS 

MffiTJ®^^> ®atS'>'J;ijy;Wi'PVhi^77^- (i7DP3^;UA/^^/- 
. ;i^=9 0/l'-3 0/1) > ;^:Vi1?MHPLC [T'feh::ihU;i'/7K (0. 
1 % h U 7;i':rPPBI) =10/9 0-9 0/10] T»S!it*^il.<i:»C«fcO. ^ 
ffl^b^tl (10mg)^efe@^l^tUT#fc. 
. 25 IH-NMR (400MHz, DMS0-d6. 6ppm) : 2. 56 (3H, 
s) . 2. 8 2 (6H, s) , 4. 8 6 (2H. s) . 7. 7 3 (2H,. s) , 
7. 88 (2H, d, J = 8. 2Hz) , 7. 97 (2H. d. J = 8. 3H 
z) , 8. .0 1 (2H, d, J = 8. 2Hz) . 8. 1 6 (2H, d, J = 8. 
3Hz). 9. 13 (IH. s), 10. 64 (IH, s) 



wo 2005/016928 PCT/JP2004/D1194S 

85 

N- {2- [7-t^)V (:^^)V) 7Sy] -3-:^^)V^ S.^^ [1. .2 -a] 

tfu^^^-e— f;n -4* - {h^jy)V:to)^^)V) [i, i' -tf7x- 

5 (1) 2. 2, 2-hU7;i/;t7P-N-;l5';i'-N- (3-p^5^->l'~6--h 
D'fS^Jfy [1, 2 -a] i^^Ji^>-2-^)V) 7-feh75h* <5 8 0mg) JS: 

1^4' - ihVy)V:iro^f-M [1, 1' -ti7xn;n -4-:^}V^>Wt. 

(5 10mg) SfflV^T. ||Jfi«S|it|^«|©Mlf^Sff5C:ttJ;0> N- {3- 
p(^;i/-2- (2, 2. 2-hU7;i^:tP7'fe5';0 75/] ^TS^^^ 

10 [1, 2 -a] tfUv'^-e— f;M -4' - (h'J^JP^Op^^'JP) [1, 
1* -t!7xz:;l/] -4-j!7;kJ|^^1f5 H (6 1 Omg) 

(2) tfif&(i)mrcit-^m (eoomg) (25ml) --j-i'j 

yDe;i/x5^;i'75> (5ml) otg'&^liStcjnA.. 8 o-CT-M^Jti^brc. 

/) -fSiJ^y [1, 2 -a] H-Uv^^-e—fM -4* - (hU7;i':tap<5" 

[1. 1' -t7x-;w ..-4-;jt?;i/4^+-y-5 H (i3 2mg) safest 

20 (3) WfB(2)T#fc^k'&iK) (2 Omg) <£tHF-7ir h- h U ^WS^^S^t 
(3mr; 1 : iSSit) Jc^jSL. v'-1'y:/at!;Px5^;l/75> (5 0 0m 

1) , 7^Lf■)Vi7uy-^\i (4 0m 1) *JP^. ^Mrmkm&Wi'.tc, W&y 

O/l-SO/l) i:mnt^Ct\z^\). ^Mit^^ (3mg) ?&afiH{*:t 

■ « 

25 

IH-NMR (4 0 OMHz,. DMSO-d 6, fippm) : 1. 90 (.3H, 
s) . 2. 44 (3H. s) . 3. 30 (3H, s) , 7. 08 (IH, d, J 
= 9. 6Hz) , 7. 55 (IH, d. J = 9. 6Hz) . 7. 70-7. 80 
(6H, m) , 7. 9 7-8. 0 5 (3H. m) , 9. 10 (IH, s) 



wo 20(^16928 PCT/JP2004/01194S 

86 . 

4- (4-i^a07xn;V) -N- (2-'>^DyoifJI/-3-^5'JK5^^V^ 
[1. 2-a] tr'J>^>-6— -4-t:Hn:^i/xh^t h*D- 1 (2 

6 (1) 2-S/i^Dyptr;W-3-;t5"Jl'-6-:ihn-1'5^V^ [1, 2-a] t! 

■ ■ 

'Ji^> (5 0 0mg) (D^^J-)V^W. (4 0ml) Q%nv^J^h-RM 
(5 0mg) ^UfL. K^Jk^^im^W.^\ytc^> ^ffiTH^ffimj^U/c. S 

^iKJ^ThUX^'JPTS^ (3 2.1itil) > 7xi:;i'i7Pa:^^;i'P^-b (2 9 0/t 

10 1) Sin A, ii^KSi^bfc. Rj&?KH7K*JnA, »i?x5^;i/Tj4aiu. 

nm. #&nfc@#*i?x5^;i/X-x;VTiJfel^U, 7xx;w N- (2-v'i^P 
7'Ofcf;i^-3-^5^;i/-6-XhD'f.5^^V [1. 2-ai tfU-:?>-6-< 

h (4 8 Omg) 

15 IH-NMR (4 0 0 MHz, CDC 1 3, 6 p pm) : 0.92-1. 00 
(2H. m) . 1. 00-1. 0 6 (2H, m) , 1. 92-2. 00 (IH, 
m) , 2. 44 (3H. s) . 6. 81 (IH, d, J = 9. 6Hz) . 6. 9 
9 (IH, b r s) , 7. 1.6^7. 2 0 (2H, m) . 7. 2 4-7. 2 7 
(IH, m), 7. 37-7. 44 (3H, m). 8. 50 (IH, brs) 
20 (2) MI3 (1) -^nit^tim (5 Omg) ©THFiF?KK:4- (4-i^np 
7xx;W -4-t HP=t^>'t!^U>'> (34mg) W\. ^-i/7'^\^'yi7 
P [5. 4. 0] ^y=f-7-^> ( 2 4 /i 1 ) 7 Ot:TlNfP^ii#U 

« « 

25 J^i^u-^hifyy^- (^pp3f:>A/p^j5'/~;k=8 0/i) TJitiS-r^i: t 

lcj;0» ^Mib-p*^ (4 2mg) se6<a*tUX#fc. 
IH-NMR (4 0 OMHz, DMSO-C16, 6ppm) : 0. 82-0. 9 
6 (4H, m), 1. 58-1. 65 (2H, m), 1. 82-1. 93 (2H, 
m) , 1. 9 8.-2. 0 5 (IH, m) . 2. 4 0 (3H, s) . 3. 17-3. 
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2 6 (2H, m) , 4. 0 0-4. 08 (2H. m) , 5. 2 0 (IH, s) , 
■ 7. 18 (IH. dd. J = 9. 6, 1. . 7. 27 (IH, d, J = 

9. 6Hz) , 7. 35 (2H. d, J = 8. GHz) , .7. 50 (2H, d, 
J = 8. OHz) . 8. 42 (IH, s) . 8. 48 (IH, s) 

^5. ' • 



No 




[M+H1+ 


No 






43 




376 


50 




376 


44 




440 


51 




375 
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45 




422 


52 


^ F 


426 


46 


F \ 
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53 


F 1 
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412 


47 




396 


54 




467 


48 




365 


55 


F "5 


439 


49 




438 


56 


0 'Ov'"^ 


374 
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« 

S6. 



No 






No 




[M+H]4> 


57 


* 


438 


66 

« 




412 


58 




406 


67 

4 




434 














59 

■ 




425 


68 


425 


60 












61 




450 


• 

70 

• 




438 


62 

* 




503 


71 




438 


63 




390 


72 




'in 
of 1 


64 




426 


73 




408 
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# 

65 

• 




397 


74 


F \ 


450 
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a II ± © lU ffi Rl 14 

V 

m^^wm. ^MKm -pm^mm. wmm. wmm. ^mm. mmm 
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■ 

■ 

m ^ <o M m 

1. -Ka [I] ' 

* > * 




[1] 



■ 

3) Ci_e7;Wl'S, 

4) C j^si'i^ U7}V^)V-Co-47)V^)m. 

8) c i_,7;u=^r;i/*;i/jJ?n;Kc i_s7;w+;WT5 y 

9) 3 ~ 8 n 5/^ D 7;i/*;!/- c 7;u=*^;i/S, 

R^MfR^i^^-miZfi^X. - (CH2) „-&WL/, mtt, 3~6©iE 
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.91 

m 

^/Ci_e7;i/+;v*;w\*t-f;P75/^v >?Ci_67;i^=^r;p*;w\'t-i"ji^75 

15 ^« c,_6 7;^=^^;^;^;^*-;^s. c,-e7;p+;i';^;p3j^^:;i^75ya. Ci_e 

. <ju75ys. tyci_e7;i'=^^;wx;i^77^'f;i'75/s, $?Cj_67;wp . 
;;^;i/7 7*'f J»<7^vs» t/Ci_a7;wi':^;W7 7^<;i' (Ci_b7;p4^ 
20 ;p) 75 y a, i?Cii67;wu-x-!i/7 7t-TJP (Ci_97;i'*;i') 75ySR 

l)iSi&^(¥i®^) 

25 .2) 1 Xtt 2 M&O 3 ~ 8 *05^SM« U < ttJIIteSl^lg^^, 

3) 1 x(i 2 m^icD 3 8 mo^s;^^ b < »iim^^iis> 

■ 



* 



wo 200S/016928 PCT/JP2004/01194S 

92 

TViT'bJ;<v 

4) tf U 5 v'-JWS, 

5) If u 3^5?-;ws> . 

« 

14)5"7\/U;i'S» 

R^tt, R^ti^inf^s. ] ■^^sns^$^^yl^u>'>'ll^#x^i^' 
* 

2. 
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5 2)ADy>0^ 

■ 

8) Cj_6 7;p=^^;p*jW4?:i;KCi_6 7;k+;W7$y.«, RO^ 

9) 3 ~ 8 fl® a p 7;i/+;PS, 

15 »-e®JftSnTViT'biJ:<» -eUTR^'WR^'tt, l^^ld^^M^t^SHt 
R''&aJR*'*«-|^tJ5:"pT, - (CHj) „-£?^fi)&U mtt, 3~6® 

gifts nxvix c i.s7)v=¥)ms 7 y MM'f-xm^^ nxvixfe J; v» c 
i_B7;k^;w^^'>S, Ci.e7;i'+;w:r^v'Cx-9 7;wPS, Ci_e7Ji/^;i/ 
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7 7*'f;i'75/S, t/Ci.e7;P+;WX;V7 7^:'l';W75yS\ >^Ci.67 

• • • 

;i/^r;p) 75 ys. v'Ci_67;wi/x;i/7 7*^;i' (Ci_87;i/+;w 75/ 
3. R'*^ Ci_e7;i/=^^;ws, Ci_6'>i'n7;i/+;i'S, Ci_6 7;WP 

7 5 / C , _ i7)V^)V7 5 / SXtt C 1 _ e 7)V^)Vt) ;)/ J}^-^ ( C ^ _ « 7;i' 
20 . 4.. R«*«, 7K^0^, Ci_67JWl'». Ci_8>'i7D7;i/+;PS, c 

i_e7;i/^;i/75/s, >^c,_6 7;wi'75ysxiiCi_6 7;wi'*;i/j|?n 

■ 

■ 

5. R'"*n Ci_e7;P=^;PS. Ca_e>'^P7;WP». Ci_67;P* 

25 ;P75ys, >^Ci_e7;WP75Vsx«Ci_e7;wi'*;pfc;KCi_67 

6. R^'dt, 7KPfe^^» Ci_6 7;i/=^r;VS, C,_e'>i'D7>l^^;i/S, c 

1 _ 8 7;p+;i'7 5 y c J _ 6 7;p+;i^7 5 / sxttc ^ _ e 7; ww^^^K- 



4 
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• * 

95 

* 

10. W*«, 1, 2-i^;>t5^W>«, 1. 4-7x-^>S, 2-7;p:t 
10 O-l, 4-7xri!/>S, tr'Ji^>-2, S-v'-r^S., lf'J^i^>-2. 

5-i^<;i/S, hr7v'>'-2. 5->?<;i/S, i, 4-\i^^)i^>-j^}i^m. i, 

2, 4-h*)7V-)V-l, 3-i^^)m. 1, 4--yi7n^=^z/U>mW^ 

15 11. ^AitHs trD-;w-i— f;i/S, 7x-;i/^, 2--7;i':tD7x- 

« 

:^Op<5F;1^7x-;|/S. 4-^h=^^i/7x-;kS, 4-:^^>y.}V^:=.)Vyx.ZL 
20 ;PS> eUv^>-2-'f;i'S, 3-^^)V\i*)-J>-6-^)m. 2-y)V:^U 

* 

>-6— f;!/^. 2-J^7;i/:tP^5^Jl'tfU';?>-5-'f;PS. 3.-i?7;i':*-D 
pC5^jH:fU':^>-6— r.;l/^, 2-pCh=^r'>lfU>?>-5— r;i/S» 2-;>th:^^ 

3 - h u 7;W;ro^5^;nf U 6 — fJl/g, 2 - h u 7;V:i-Dp^^;Hf U 
>-b-^)VMi. 2-\i^)^V::.)Vm. 2-\iyVz.)VmaS>Z-\i^)d^i^::^}V 
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12. -jjasi ci] i?^$nsjt-&ti*«, N- (2. 3->?p^5^;w5^ 

V [I. 2-a] tfU>;>'-6-'r;i') -4' - (h'J7;U:^-P;jt^;W [1, 

5 13. -aSt^ i I ] tl^it-^m^. N - ( 2 - v'^ O y P t!Jl/- 

3-:^^}V^^^V 11. 2-a] h:'J':?>'-6-i';V') -4- (2-lfU>? 

. 14. ^lEns: [I] •cs$n5^b'&W> n- (2-5^^a:/obfJK- 

3-^^)HK^V U, 2-a] fcfU>^>-6-'f;U) -4- (lH-t!D- 

m 

15. -jR^ [I] T^Sn'5^l;-&«&0S8ji:;&fe'C2feoTv 

Ar*^ [11] 



ifert. -fiaS [I I I] 
HcN 

[III] 

R3 

20. 2) R**^7K^lg^Ttt;&:Vi*|^» B9IBXg-e#6nfc{b'&4&t^il£^ [IV] 

R*-Xi CIV] 

5. ] ■cs$n-5'(b-&i^tsi®^r5xg, ^'a-&-rs:;^i*. 
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■ * 

1 6 . m^m 1-14 \z^oit^mm^^tir^y^ 7->jgm*;p 

1 7 . m^m 1-14 \tmmoit^(i^x\m^±w^ s it, msmm 
5 18. mi^m 1-14 izm^(oit^i^im^tt^im&^ ^sim. 

m 

mm. n^. m^. m^^m^. miktm • ^m^wm. u'mm. mm 

■ ■ 

10 nm. mmm. mwmm. m,w^. m.wm> '^}v\i:m^> mmimm. 

■ 

15 M. 



* 
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